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2> Oxamide Derivatives 

The present inx'ention relates tc^ novel oxamide deri\^atives, a process for their 
manufacture, pharmaceutical preparations containing these derivatives, and the use of 
these denvati\'es as medicaments. In particular, the present invention relate> to novel 
10 oxamide deri\'atives which are inhibitors of inosine monophosphate deh\'droL^enase 
(IMPDH). 

Inosme monophosphate dehvdrogenase (IMPDH) is an enz\^me invoh^ed in the de 
novo synthesis of guanine nucleotides. The enzyme catalyses the NAD-dependent 
15 oxidation of inosine-5'-monophosphate (IMP) to xanthosme-5'-monophosphate 
which is the rate limiting step in the synthesis of guanme nucleotides. As a result of 
the key role ot the enzyme in guanine nucleotide biosynthesis, the enz\*me repre>ent> 
an important target for the development of inhibitors w^hich would have utilit\- as 
therapeutic agents m the treatment of IMPDH related processes. 

20 

The de novo s\'nthesis of guanine nucleotides is particularly important in B- and 1 - 
h'mphocMes to provide sufficient levels of nucleotides to support a proliterati\-e 
response to mitogen or antigen ;A\Ti, J.C., Persp. in Drug Discover\' and Design., 2, 
183-204, '1994^;. IMPDH inhibition is thus an attracti\'e target for selectiveh' 
25 inhibiting the immune system. Inhibitors of IMPDH are known ; Pankiewicz, K.\\\, 
hxp. Opin. 74ier. Patents., V, 53-65, (1999)], and the uncompetitn'e inhibitor 
m\'cophenolic acid 'MPA ) has been demonstrated to inhibit the response of B-and 1 - 
cells to mitogen or antigen [Allison, A.C. and Eugui, E.M., Transplant. Proc, 25, S-18, 
I 19^)3 )j. has therefore been utilised as an immunosuppressant. 

30 
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It is also recognised that IMPDH plays a role in other rapidly proliferating cells such 
as tumour cell lines, indicating that IMPDH inhibition is a target for anti-cancer 
chemotherapy [ Nagai, M. et al., 5 1 , 3886-3890, ( 1990)]. 

IMPDH inhibition has also been shown to play a role in viral replication in some cell 
lines which support virus replication [Pankiewicz, K.W., Exp. Opin. Ther. Patents., 9, 
55-65, (1999)]. Ribavirin, for example, is a broad spectrum antiviral agent which has 
been approved by the U.S. Food and Drug Administration for use as an aerosol for 
infants with serious respiratory infections due to respiratory syncytial virus and is also 
in use as an agent for the treatment of patients infected with Hepatitis C virus when 
used in combination with interferon [ Patterson, J.L. and Fernandez-Larsson, R., Rev. 
Infect. Dis., 12, 1139-1146, (1990); McHutchison, J.G. et al., New. Engl. J.Med.. 339, 
1549-1550, (1998)]. Ribavirin is converted inells to ribavirin 5' monophosphate 
which is an inhibitor of IMPDH. 



Additionally, the IMPDH inhibitors ribavirin and MPA have been shown to inhibit 
the replication of yellow fever virus (a RNA virus ) whilst MPA has been demonstrated 
to inhibit Hepatitis B virus replication (a DNA virus) in vitro supporting the broad 
range antiviral activit>' of these inhibitors [ Ne>ts, J. et al, Antiviral Res., 30, 125-132, 
(1996); Gong, Z.J. et al., J. Viral Hepatitis.. 6, 229-236, (1999j:. Furthermore, MPA 
has also been shown to potentiate the antiviral effects of nucleoside analogues both 
in vitro and in animal models [Nens, J. and De Clercq, E., Inter. Antiviral News., 7, 
134-136, (1999)]. Together these observations indicate that IMPDH inhibitors have 
utility as broad spectrum antiviral agents. 

IMPDH inhibitors would therefore have therapeutic potential as 
immunosuppressants, anti-cancer agents and anti-viral agents. Specifically, such 
compounds may be used in the treatment of transplant rejection, the treatment of 
cancer and as antiviral agents in the treatment of viral diseases such as retroviral 
infections and hepatitis C virus infections (either alone or in combination with other 
antiviral agents such as interferon or derivatives thereof, such as conjugates with 
polyethylene glycol). 



The novel oxamide derivatives provided by the present invention are compounds of 
the general formula: 




wherein 

represents heterocyclyl; 

represents hydrogen, unsubstituted lower alkyl, lower alkox)% halo, hydroxy or 
cyano; 

represents hydrogen, unsubstituted lower alkyl, lower alkoxy, halo, or cyano; 
R"* represents hydrogen, lower alkyl, lower cycloalkyl, aryl, or heterocyclyl; 
R"* represents hydrogen, unsubstituted lower alkyl, lower alkoxy, halo, or cyano; 
R^ represents hydrogen, unsubstituted lower alkyl, lower alkox\% halo, or cyano; 
R' represents hydrogen, or unsubstituted lower alkyl; 
R^ represents hydrogen, or unsubstituted lower alkyl; 

or R"* and R^ together w^ith the nitrogen atom to which they are attached represent 
heterocyclyl; 

and pharmaceutically acceptable salts thereof. 

The oxamide derivatives provided by the present invention are inhibitors of the 
enzvme inosine monophosphate dehydrogenase (IMPDH). They can be used as 
medicaments, especially for treating immune mediated conditions or diseases, viral 
diseases, bacterial diseases, parasitic diseases, inflammation, inflammator\' diseases, 
hyperproliferative vascular diseases, tumours, and cancer. They can be used alone, or 
in combination with other therapeutically active agents, for example, an 



immunosuppressant, a chemotherapeutic agent, an anti-viral agent, an antibiotic, an 
anti-parasitic agent, an anti-inflammatory agent, an anti-fungal agent and/or an anti- 
vascular h\^erproliferation agent. 

In particular, compounds of the present invention and compositions containing the 
same are useful as chemotherapeutic agents, inhibitors of viral replication and 
modulators of the immune system, and can be used for the treatment of viral diseases 
such as retroviral infections and hepatitis C virus infections (either alone or in 
combination with other antiviral agents such as interferon or derivatives thereof, such 
as conjugates with polyethylene glycol), inflammatory diseases such as osteoarthritis, 
acute pancreatitis, chronic pancreatitis, asthma, and adult respiratorv distress 
syndrome, hy^erproliferative vascular diseases such as restenosis, stenosis and 
artherosclerosis, cancer, for example lymphoma and leukaemia, and as 
immunosupressants in the treatment of autoimmune diseases, graft versus host 
diseases and transplant rejection 

Compounds of the present invention which have antiviral effects and/or immuno- 
supressive properties are particularly useful for treating HCV infection. 

As used herein, the term "lower alkyl", means a straight-chain or branched-chain alk\ 1 

group containing up to 10 carbon atoms, preferably from 1 to 8 carbon atoms, niorc 

preferably from 1 to 6 carbon atoms, e.g. methyl, ethyl, n-propyl, isopropvl, n-bu:\ !. 

sec. butyl, tert-butyl, n-pentyl, n-hexyl and 1,1-dimethylethyl; and which i> opth^r. J;-- 

substituted by e.g. one or more of cyano, halo, carbox>'l, hvdroxyl, 

lower alkox)% arylox>% heterocyclylox^, heterocyclvl -(lower alkoxv)-aryl-ammi- 

oxalyl-ox}% 

lower alkoxy-carbonyl, 

aryl, aryl-carbonyl-amino-aryl, lower alkyl-carbonyl-amino-arvl, 

heterocyclyl, lower alkyl-heterocyclyl, 

lower cycloalkyl, lower alkenyl, lower alkynyl, 

amino, mono- or di-(lower alkyl) amino, lower alkvl-ar\'l-lower alk\'!-amino, lower 
alkox\^-carbonyl -amino, lower alkenyl-carbonvl-amino, lower alk\'l-carb(;n\'l-aminc) 
di-( aryl) -lower alkyl-carbonyl -amino, lower alkyl-sulphonyl-lower alkvhcarbon\'l- 
amino, lower cycloalkyl-lower alkyl-carbonyl-amino, heterocyclvl-lower alkvl- 
carbonyl-amino, lower alkoxy-lower alkyhcarbonyl-amino, di-ar\'l-l(nver alkvl- 



carbonyl-amino, aryl-carbonyl-amino, lower alkyl-aryl-carbonyl-amino, tri-(lower 
alkyl)-aryl-carbonyl-amino, mono- or di-(lower alkox\0-aryl-carbonyl-amino, di- 
(lower alkyI)-amino-aryl-carbonyl-amino, lower alkyl-carbonyl-amino-aryl-carbonyl- 
amino, heterocyclyl-aryl-carbonyl-amino, lower cycloalkyl-carbonyl-amino, mono- 
or tetra-(lower alkylj-lower cycloalkyl-carbonyl-amino, heterocyclyl-carbonyl-amino, 
mono- or di-(lower alkyl)-heterocyclyl-carbonyl-amino, tri- (lower alkyl)-aryl-oxalyl • 
amino, 

low^er alkyl-carbamoyl, or aryl-carbamoyl. 

Where there is more than one substituent, each substituent may be the same or 
different, for example tri-fluoromethyl, triphenylmethyl, l-[ 1-methyl-l- 
[methylformyl]-2-phenyl] ethyl, or 2-[ l-hydroxyl-3-cyclohex\d]. 

The term "unsubstituted low^er alkyl" means an alkyl group as defined above w^here no 
substituents are present. 

The term "low^er alkenyl" means an alkenyl group containing from 2 to 7 carbon 
atoms, e.g. allyl, vinyl and butenyl. 

The term "lower alkynyl" means an alkynyl group containing from 2 to 7 carbon 
atoms, e.g. propargyl or butynyl. 

The term "low^er cycloalkyl", alone or in combination as in "low^er cycloalkyl-lower 
alkyl", means a cycloalkyl group containing 3 to 10 carbon atoms, preferably 3 to 7 
carbon atoms, e.g. cyclopropyl, cyclobutyl, cyclopentyl, cyclohex7l, cycloheptv'l and 
adamantyl, and w^hich may be optionally substituted by e.g. one or more of lo\ver 
alkyl, carbox)^, hydroxy^l or aryl. Where there is more than one substituent, each 
substituent may be the same or different. Cyclopropylmethyl, 2-cyclobutyl-ethyl and 
3-cyclohex\1-propyl are examples of low^er cycloalkyl-lower alkyl groups. 

The term "halo" denotes fluorine, chlorine, bromine or iodine. 

The term "low^er alkoxv'' denotes an optionally substituted lower alkyl group as 
defined hereinbefore, which is bonded via an oxygen atom, e.g. methoxy, ethox)', n- 
propoxy, isopropox^, n-butoxy, isobutox)', tert.-butox>' and the like. Suitable 
substituents are those applicable for "lower alkyl". 



The term "aryl", alone or m combination as in "aryl-lower alkyl", means phenyl or 

naphthvl, optionalh' benz-fused, for example benz-fused to a lo\^'er cycloalkvl ring, 

and/or optionalh' substituted by e.g. one or more of halo, 

cyano, carboxyl, 

lower alkyl-thio, nitro, 

oxo, hydroxy], lower alkoxy, 

lower alkyl-heterocyclyl, heterocyclyl, 

lower alkoxy-carbonyl, lower alkyl-carbonyl, heterocyclyl-carbonyU lower alkyl- 
heterocyclyl -carbonyl, 
sulphamoyl, lower alkyl- sulphamoyl, 
lower alkyl-sulphonyl, heterocyclyl-sulphonyl, 

amino, mono- or di-(lower alkyl) amino, lower alkyl-sulphonyl-amino, di-(lower 
alkyl )-heterocyclyl-amino, lower alkyl-carbonyl-amino, (lower alkyl-carbonylji lower 
alkyl)-amino, lower alkoxy-carbonyl-amino, aryl-carbonyl-amino, 
mono- or di-(lower alkyl)-carbamoyk aryl-carbamoyl, 

lower alkyl, aryl-lower alkyl, amino-lower alkyl, heterocyclyl-lower alkyl, lower 
alkoxy-carbonyl-lower alkyl, lower alkyl- sulphamoyl-lower alkyl, aryl-sulphonvl- 
amino-lower alkyl, lower alkyl-sulphonyl-amino-lower alkyl, lower alkoxy-carbonvl- 
amino-lower alkyl, heterocyclyl-oxy^-carbonyl-amino-lower alkyl, arylox\'-carbon\'i- 
amino-lower alkyl, lower alkyl-carbonyl-amino-lower alkyl, lower alkoxy-carbc^n\ l- 
(lower alkyl)-aminodower alkyl, lower alkyl-carbamoyl-lower alkyl, lower alkvi-arvl- 
carbonvl-amino-lower alkyl, aryl-carbamoyl-lower alkyl, lower cycloalkyl-carbo-\i 
amino-lower alkvl, heterocyclyl-carbonyl-amino-lower alkyl, or aryl-carbon\ 1 - j min^ - 
lower alk\l Where there is more than one substituent, each substituent ma\- be in-, 
same or different, for example l-(3-methox>^-4-oxazolyl)phenyl, l-(3-chloro-4- 
methoxv)phenyl, 1 -(3-chloro-4-methyl) phenyl and 1 -( 3-fluoro-4-methyl jphen vl. 

The same substituents as listed abo\'e apply for all terms containing the phrase 
"optionally substituted phenyl 

The term "aryloxy" denotes an aryl group as defined hereinbefore, which is bonded 
via an oxygen atom, e.g. phenox\% and the like. 
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As used herein, the term "heterocyclyr', alone or in combination as in "heterocyclyl- 
lower alkyr\ means a saturated, unsaturated or partially saturated monocyclic or 
bicyclic ring system which contains one or more hetero atoms selected from nitrogen, 
sulphur and o>c\'gen; and which is attached to the rest of the molecule via a carbon 
atom (C-linked), or a nitrogen atom (N-linked) in the ring system, and which is 
optionally substituted in the same manner as the aryl group defined hereinbefore 
and/or by oxido. Where there is more than one substituent, each substituent may be 
the same or different. Examples of heterocyclyl groups are oxazolyl, isoxazolyl, furyl, 
tetrahydrofuryl, 1,3-dioxolanyl, dihydropyranyl, thienyl, pyrazinyl, isothiazolyl, 
isoquinolinyl, indolyl, indazolyl, quinolinyl, dihydrooxazolyl, pyrimidinyl, 
benzofuranyl, tetrazolyl, pyrrolidinonyl, (N-oxide)-pyridinyl, pyrrolyl, triazolyl e.g. 
1,2,4-triazolyl, pyrazolyl, benzotriazolyl, piperidinyl, morpholinyl, thiazolyl, pyridinyl, 
dihydrothiazolyl, imidazolidinyl, pyrazolinyl, benzothienyl, piperazinyl, imidazolyl, 
thiadiazolyl e.g. 1,2,3-thiadiazolyl, and benzothiazolyl. 

Any functional (i.e. reactive) group present in a side-chain may be protected, with the 
protecting group being a group which is known per se, for example, as described m 
"Protective Groups in Organic Synthesis", 2nd Ed., T.W, Greene and P.G.M. Wuts, 
John Wiley & Sons, New York, N\\ 1991. For example, an amino group can be 
protected by a tert.-butoxryxarbonyl, formyl, trit>4, benzylox>xarbonyl, 9- 
fluorenylmethyloxcarbonyl (Fmoc), trifluoroacetyl, 2-(biphenylyl)isopropox\- 
carbonyl or isobornyloxycarbonyl group or in the form of a phthalimido group; or a 
hydrox)^l group can be protected by a tert.butyldimethylsilyl, tetrahydropyran\-L 4- 
methox\^benzyl, or benzyl; or a carboxyl group can be protected in the form of an 
ester, for example as a methyl or tert. butyl ester. The protecting group ma\- be 
retained in the final compound or optionally removed by techniques known in the 
art. 

The compounds of this invention may contain one or more asymmetric carbon atoms 
and may therefore occur as racemates and racemic mixtures, single enantiomers, 
diastereomeric mixtures and individual diastereomers. Furthermore, where a 
compound of the invention contains an olefinic double bond, this can have the (E) or 
(Z) configuration. Also, each chiral centre may be of the R or S configuration. All 
such isomeric forms of these compounds are embraced by the present invention. 



Examples of compounds of formula (I) are shown below in Table la and 
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Name 


Structure 


MS(ES) 
(M+H)' 


Ex No 


Benzyl 4-{2-[ [[3-methox7-4-(D- 
oxazolyl)phenylamino]oxalyl]a 
mino] -2-methylpropyl} - 1 - 
piperidinecarboxylate 
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421 


N-[3-Methox)^-4-(5- 
oxazolyl )phenyl ] -N' - [ 1 , 1 - 
dimethyl-2- 

(phenylthio)ethyl]oxalamide 


O -^^ 


426 


422 


N-[2-( l-Acetyl-4-piperidinyl)- 

1 , 1 -dimethylethyl] -N'- [3- 

methoxy-4-(5- 

oxazolyl )phenyljoxalamide 
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N-(2-Cyclohex>4-l,l- 

dimethylethyl)-N'-[3-methoxy- 

4-(5-oxazolyl)phenyl]oxalamide 
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oxazolyl }phenyl]-N'- [ i >1 - 
dimethyl-2-(N- 
methylanilino)ethyljoxalamide 
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oxazolyl )phenyl]oxalamide 
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N- [2-(4-Hydrox>T?henvlthio)- 
l,l-dimethylethyl]-N'-[3- 
methoxy-4-(5- 
oxazolyl)phenyl]oxalamide 
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20 

5 Preferred compounds of formula ( I) are those where at least one of R~, R"\ and R^ is 
not hydrogen. 



Furthermore, preferred compounds of formula (I) are those where R' represents an 
optionally substituted oxazole ring. 

10 

In particular, preferred compounds of formula (I) are those according to the general 
formula: 




20 to R' are defined as above; and, 



R is hydrogen, lower alkyl, aryl-lower alkyl; 
R^*^ is hydrogen. 

More particularly, preferred compounds of formula (I) are those accordmg to tht- 
25 general formula (IX), wherein 
R' is methoxy or chloro; 
R' is hydrogen; 

R" is heterocyclyl, aryl, or optionally substituted branched chain lower alk\ !; 
R^ is hydrogen; 
30 R*^ is hydrogen; 
R' is hydrogen; 
R^ is hydrogen; 
R^ is hydrogen; 
R^^^ is hydrogen. 

35 

In particular, preferred compounds of formula ( I ) are also' thcjse according to the 
general formula: 




XI 



R^^ is heterocyclyl or aryl, with the proviso that R^' does not stand for 4-fluorophenyL 

15 Particularly preferred compounds of formula (XI) are those wherein 

R- is methox>% R\ R\ R^ R^ R^°,R^' and R^^ are hydrogen and wherein R'' is 
optionally substituted phenyl and optionally substituted heteroaryl, with the proviso 
that R^' does not stand for 4-fluorophenyL 

20 

Examples of such compounds are listed in table Ic 



Name 


Structure 


MS(ES) ^ Ex No ^ 


N-[3-Methox)^-4-(5- 
oxazolvl)phenyl] -N'- [ 1 ,1 -dimethvl- 
2-(4- ■ 

methylphenyl)ethyl]oxalamide 


N< c Z 

■ ^ c 

c o, -.^ > 


408 3o: 


N-[l,l-Dimethyl-2-(2- 

methylphenyl)ethyl]-N'-[3- 

methox>^-4-(5- 

oxazolyl )phenyl]oxalamide 


^- C 

CM 

Z Cm J ^ > 


408 303 


N-[3-Methox>^-4-(5- 

oxazolyl )phenyl]-N'- [ 1,1-dimethyl- 

2-(3-pyridyl)ethyl]oxalamide 




395 3U4 


N-[3-Methoxy-4-(5- 

oxazolyl )phenyl]-N'- [ 1,1 -dimethyl- 

2-(3- 

methvlphenyOethvljoxalamide 


' c 408 \ 305 


N-[3-Methoxy-4-(5- i -c c^^^ 
oxazolyl)phenylj-N'-[l,l-dimethyl- - . , 
2-(2-thienyl)ethyl]oxalamide 1 ^'"> - 


400 ! 306 

i 




on 



! N-[2-(4-Benzyloxy-phenyl)-l ,1- 
; dimethyl-ethyl] -N'-(3-methox7-4- 
i oxazol-5-yl-phenyl )-oxalamide 


,3-, 

c 


500 


307 ■ 


N-[2-(4-Hydrox7-phenyl)-l,l- 
dimethyl-ethyl]-N'-(3-methox7-4- 
: oxazolo-yl-phenyl )-oxalamide 




410 


308 


N-(3-Methox)^-4-oxazol-5-yl- 
phenyl )-N'-[2-(4-methoxy- 
phenyl 1- 1 , 1 -dimethyl-ethyl] - 
oxalamide 




424 


309 , 

■ 


N- [2-(2-Hydroxy-phenyl)- 1,1- 
dimethvl-ethvll - N« ' - f 3-mpthnvA'-4- 
oxazol-5-yl-phenyl) -oxalamide 






; 

^ 1 f) 


N-( l,i-Dimethyl-2-phenyl- 
propyl)-N'-(3-methox\^-4-oxazol- 
5-yl-phenyl)-oxalamide 




408 


: 

311 


N-[2-(3-Hydrox\-phenyl)-l,l- 
dimethyl-ethyl]-N'-(3-methoxy-4- 
oxazol-5-yl-phenyl) -oxalamide 


■ '>* , 

o- 


410 


312 ! 


N-(3-Methoxy-4-oxazol-5-yl- 
phenyl)-N'-[2-(3-methoxy- 
phenyl)- 1,1 -dimethyl-ethyl] - 
oxalamide 


c ' '^-^ 


424 


313 


N-[2-[4-(Cyanomethoxy)phenyl]- i 
l,l-dimethylethyl]-N'-[3-methox7'- 

4-(5-oxazolyl)phenyl]oxalamide | - , - . - . - . 

i 


449 


, i 

314 


2-f4-[2-[[[3-Methox>-4-(5- 
oxazolyl)anilino]oxalyl]amino]-2- 
methylpropyljphenoxyjacetic acid 


^ " C 

c 


468 


315 i 


2-[2-[2-[[[3-Methox7-4-(5- 
oxazoIyl)anilino]oxalyl]amino] - 2- 
methylpropyljphenox)'] acetic acid 


. ■■ 't 


468 


43S 


2-[3-[2-[[[3-Methoxy-4-{5- 
oxazolyl)anilino]oxalyl|amino] -2- 
methylpropyl]phenoxy]acetic acid 




468 


439 

■ 



10 



Particularly preferred compounds of formula (I) are also those accordmg to the 

general formula 




XII 



wherein R\ R\ R^ R^ R\ and R'° are defined as above. 
R", R'--R", R'^ R'^ R'' and R'* are H or lower alkyl and 
R'* is alkyl, cycloalkyl, heterocyclyl alkyl or aryl alkyl. 

Particularly preferred compounds of fromula (XII) are those wherein 
R- is methox>' and R\ R^ R^ R^ R'°,R" and R'^ are hydrogen. 



Examples of such compounds are listed in table Id below 

15 



Name 


Structure 


MS(ES) 
(M+H)' 


1 Ex No 

I 1 


N- [3-Methoxy-4-(5-oxazolyl )phenyl] -N'- 
[l,l-dimethyl-2-[4-[(2- 
pyridinyl)methylamino] phenyl] ethyl] oxala 
midc 




500.1 


1 316 1 


N-[3-Methoxy^-4-(5-oxazolyl)phenyl]-N'- 
[l,l-dimethyl-2-[4-[(3- 
pyridyl)methylamino] phenyl) ethyl] oxalam 
ide 




500.1 


317 


N-[2-[4-(2-Furfurylamino)phenyl]-l,l- 
dimethylethyl]-N'- [3-methoxy-4-(5- 
oxazolyl)phenyl]oxalamide 




489.1 


318 


N-[3-Methoxy-4-(5-oxazolyl )phenyl]-N'- 
[l,l-DimethyI-2-[4-(2- 
thenylamino)phenyl] ethyl] oxalamide 


s — 


505.1 


319 


N-[3-Methox)^-4-(5-oxazolyl)phenyl]-N'- 
[l,l-dimethyI-2-[4-(2,2- 
dimethylpropylamino)phenyl] ethyl] oxala 
mide 


N 


479.2 


320 


N-[2-[4-[(lH-Imidazol-2- 
yl)methylamino]phenyl] -l,l- 
dimethylethyl]-N'-[3-methox>^-4-(5- 
oxazolyl)phenyl]oxalamide 


q-, p MC o ' -'''■^ ' M 


489.1 


321 

1 

1 1 



24 



N-[3-Methoxy-4-(5-oxazolyI)phcnyl]-N'- 
[l,l-dimethyr-2-[4-[(4- 

py 1 i*-Avi;iiicLiiviaininujpncn\ijcLnvij oxa.lQm 
ide 




1 

500.1 

i 


322 


N-[3-Methoxy-4-(5-oxa2olyl)phenvlJ-N'- 
[l,l-dimethyl-2-[4-[(2- 

».iiiu.i,v^iY lyiiicLii^ laiiiiiiuj pilcilv IJ tllivij OXaia 

mide 




506.1 


323 


N-[2-[4-(3-Furfurylamino)phenyI]-l,l- 

dimethylethyl]-N'-[3-methox>^-4-(5- 

oxazolyl)phenyl]oxalamide 




489.1 

j 

4 


1 

324 


N-[2-[4-[5-(Hydrox\'methyl)-2- 
furfurylamino] phenyl] - 1 , 1 -dimethylethyl] - 
N -[3-metnoxy-4-(5- 
oxazolyl)phenyl]oxalamide 




i 

j 519.1 


325 

1 1 


N- [2-(4-Benzylaminophenyl)- M - 
dimethylethyl] -N'-[ 3-methox7-4-(5- 
oxazolyOphenyl ] oxalamide 








N-[2-[4-(2-Hydroxybenzylammo)phenyl]- 
1, 1 -dimethylethyl] -N'- [3-methox)^-4-(5- 
oxazolyl)phenyI] oxalamide 




515.1 


327 ' 

1 


N-[2-[4-(3-Cyanobenzylamino)phenyl]- 
1 , 1 -dimethylethyl] -N'- [3-methoxy-4-(5- 
oxazolyI)phenyl] oxalamide 




524.1 


328 


N-[3-Methox>^-4-(5-oxazolyl)phenyl]-N'- 
[l,l-dimethyl-2-[4-[4-(3- 

pyridyObenzylammo] phenyl] ethyl] oxalami 
de 




576.2 


329 


N-[2-[4-(2-Fluorobenzylamino)phenyl]- 
1,1 -dimethylethyl] -N'- [3-methox\^-4-(5- 
oxazolyOphenyl] oxalamide 


1 


517 1 


33'' 



Particularly preferred compounds of formula (I ) are also those according to general 
formula 




Xlll 



wherein R', R- , R-, r\ R', r' and R'° are defined as above, 



25 

5 R", R'^'R'\ R'^ R'^ R-^ and are H or lower alkyl and 
R"° is alkyl, cycloalk-yl, aryl, heterocyclyl. 

Particularly preferred compounds of fromula (XIII) are those wherein 
R- IS methoxy and R\ R^ R\ R^ r'°,r" and R'" are hydrogen. 

10 

Examples of such compounds are listed in table le below 



Name 


Structure 


MS(ES) 1 Ex No 
(M+H)- i 


N-[2-(4- 

1 , 1 -dimethylethyl] -N'- [3-methoxy-4- 
(5-oxazolyl)phenyl]oxalamide 


.N. ^ 

° -v-'-^-^--^,-^^- '^^ ■ --^ c 


477.1 


331 


N-[2-[4- 

v^/^i^-^i^Ln-yi^ai utjAdiTiiao ^piicnyi j - 
1 , 1 -dimethylethyl] -N'- [3-methoxy-4- 
(5-oxazolyl)phenyl]oxalamide 




491.1 


332 


N-{3-Methoxy-4-(5- 
u^az,uiyi;piiciiyij - IN -[1,1 - Qimeinyi-z- 
( 4-pivalamidophenyl)- 1,1- 
dimethylethyl]oxalamide 




493.1 


333 


N-[3-Methoxy-4-(5- 
wAuz-uiyiypiiciiyij -iN -[1,1 -aimeinyi-z- 
[4-[(lH-pyrrol-2- 

yl)carboxamido]phenyl] ethyl] oxalami 
de 




502.1 


334 


N-[2-[4-[(2- 

Furyl )carboxamido] phenyl 1-1,1- 
dimethylethyl] -N'- [3-methox>^-4- ( 5- 
oxazolyDphenyljoxalamide 


c - 

CM, p MC o. r'' ' y"^^ 


503.1 335 


N-[2-[4-[(3- 

Furyl)carboxamido]phenyl]-l,l- 
dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyl )phenyl ] oxalamide 


o - . ^ o 
^ c 


336 

503.1 


N-[2-(4-[(lH-Imidazol-4- 
yl)carboxamido] phenyl] -1,1 - 
dimethylethyl] -N'-[ 3-methoxy-4-( 5- 
oxazolyI)phenyI] oxalamide 


c-s 0 Hc o- -^'"■^ 


503.1 ; 337 


N-[2-[4-[(Tetrahydro-2(RS)- 
furyl)carboxamido] phenyl] -1,1- 
dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyl)phenyl] oxalamide 




507.2 ! 338 


N-[3-Methoxy-4-(5- 
oxazolyl)phenyl]-N'-[ l,l-dimethvl-2- 

[4-[(2- 

pyridyl)carboxamido] phenyl] ethyl] ox 
alamide 


C" o : c>. • ' r' 

c..^.^ c 


514.1 ! 339 



26 



! N-[3-Methoxy-4-f 5- 
oxazolyl)phenvlj-X'-[ 1,1-dimethvl-^- 

: [4-[(4- 

pyridyl jcarboxamido] phenyl jethvli ox 
alamidc 




''^ - . * ^ ' ... 


c 


. 514.1 


34i' 

1 


N-[3-Methoxy-4-(5- 

oxazolvljphenvl i-N'-[ l,l-dimethvl-'^- 
[4-[(2-' 
^ thienyl )carboxamido] phenyl eth\-li ox 
alamide 


1 




c 


519.1 

1 


341 


N-[3-Methoxy-4-(5- 
: oxazoIyl)phenyl]-N-^l,l-dimethvI-2- 

; [4-[(3- 

: thienyOcarboxamido] phenyl] ethyl] ox 
alamide 


1 c J 




c 


519.1 

j 

i 
1 




: N-[2-[4-(2- 

. Cyclopentylacetamido)phenyl] - 1,1- 
: dimethylethyl]-N'-[3-methoxy-4-(5- 
; oxazolvl)phenvl]oxalamide 








1 

519.2 


i 343 


1 N-[3-Methoxy-4-(5- 
oxazolyl)phenyl]-N'-[l,l-dimethvl-2- 

: [4-(2- 

methylbenzamido)phenyl] ethyl] oxala 
mide 




i 527.2 


344 


N-[3-Methoxy-4-(5- 

oxazolyl)phenyl]-N'-[l,l-dimethvl-2- 
[4-(4- 

methvlbenzamido)phenvll ethyl 1 oxala 
mide 




527.2 


1 1 

1 343 


N-[2-[4- 1 
^Cycloheptylcarboxamido)phenvlj- 
1,1 -dimethvlethvll-N'-[S-methox^'-4- 
( 5-oxazolvl)phenvl 1 oxalamide ' i 






i 


533.2 


34". 


N-l2-[4-[(5- ; 
Isoxazolyljcarboxamidoj phenyl] -1,1- 1 
dimethylethyl]-N'-[3-methox7-4-(5- 
oxazolvl jphenvl ] oxalamide 


j 


Cm;: 


c ; 

c 


504.1 


34 7 


N-[2-[4- 

iCycIopentylcarboxamido)phenyIj - 
1,1 -dimethylethyl]-N'-[3-methoxy-4- ' 
(5-oxazolyl)phenvl] oxalamide ! 


1 ' ' 






505.2 , 


34. s 


N-[2-{4-[(Tetrahydro-3(RS)- i 
fLiryl)carboxamido]phenyl]-l,]- f 
dimethylethyl]-N'-[3-methox7-4-(5- 1 
oxazolvl)phenvljoxalamide ' 1 






, - c 

c 1 

i 


507.1 


34y 


N- [3-Methox^'-4-(5- 
oxazolyl)phenyl]-N■-[ M-dimethvl-2- 1 
!4-[( l-methvl-lH-pyrrol-2- ' 

vl)carboxamidojphenvl]ethvl]oxalami i 
de ' ' i 




; - : o- 


1 
1 

1 


516.1 

i 


350 



27 



N-[3-Methox>--4-(5- | 




1 


i oxazolyl)phenyl]-N'-(l,l-dimethvI-2- ■ 1' > ' 


521.1 




[4-f(l,2,3-thiadiazol-4- ' | „^ T'.:" ~; " ' '^^ 


yI)carboxamido]phenyl]ethyl]oxalami I 







i de 






j N-(2-[4-(3- 
Fluorobenzamido)phenyl]- 1,1 - 
uirneinyieLnyi J - IN -[ J-mel^ox^' -4-[::>- 
oxazolyl )phenyI]oxalamide 




531.1 

i 


1 

352 


N-[2-[4-(4- 

Fluorobenzamido jphenyl] - 1,1- 
uiiiitrLiiweLnyij-iN -[ :?-mcinox^ -4 - ( 
oxazolyl)phenyl]oxalamide 




531.1 


H 1 

353 


N-[2-[4-(2- 

Methoxybenzamido)phenyl]-l,l - 
uiiiicLii)-ieLnyij-iN - [ :>-meLnoxy-4- (^d- 
oxazolyl)phenvl]oxalamide 


c ^ ^ - s * ' . - =^ c 
- 0 


543.2 


354 


N-[2-[4-(2- 

Chlorobenzamido jphenyl ] - 1 , 1 - 
uiiiicLU) letnyi J - IN - [^-meLnoxy-4-(^- 
oxazolyl)phenyl]oxalamide 


Cm O m O- t- ■ V 

^ ■■ ^-^-^'--^ " ^ ^ „ ' ° C 

n — ' 


547.1 


355 


N-[2-[4-(3- 

Chlorobenzamido)phenyl] - 1,1- 
dimethylethyl]-N'-[3-methoxy-4-(5- 
uAdz-uiyi ;pnenyi J oxaiamide 


r-" ^. 

; T ^ 

■ ■ J 


547.1 


356 


N-[2-[4-(4- 

Chlorobenzamido)phenyl ] - 1 , 1 - 

dimethylethyI]-N'-[3-methoxy-4-(5- 

oxazolyDphenyljoxalamide 




547.1 


357 


IN - - [4 - [ 1 o-inaoi-z- 
yOcarboxamido] phenyl] - 1,1- 
dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyl )phenyl]oxalamide 




552.1 i 358 : 


N-[3-Methox>^-4-(5- 

oxazoi) 1 JpnenylJ-IN - [ 1 ,1 - climetnvl-2- 

[4-14- 

(dimethylamino)benzamido] phenyl ]e 
thyljoxalamide 




556.1 359 


N-[3-Methox7-4-(5- 
oxazolyl )phenvl]-N'-[ l,l-dimethvl-2- 
[4-(3,3- 
dimethylbutyramido)]phenyl]ethyl]o 
xalamide 




1 1 
507.1 1 360 

i 


N-[3-Methoxy-4-(5- 
oxazolyl)phenyl]-N'-[ l,l-dimethvl-2- 
[4-[2-(l- 
tetrazolyl)acetamido] phenyl j ethyl ! ox 
alamide 


= - ■■■ --^---^^ ^ 

c. ---- c 


519.1 \ 361 

' 1 
; i 


N-[3-Methox}-4-(5- 

oxazolyl)phenvl]-N'-[l,l-dimethvl-2- 

|4-[(5-oxo-2(S)- 


c*-. c _ ' r " '■ ' 


520.1 362 



p>Trohdinyl)carboxamido]phenvl]eth 
yl]oxalamide 



N-[3-Methox^'-4-(5- 

oxazolvI)phenyI]-N'-( l,^dlmethvI-2- 
{4-[(5-oxo-2(R)- 
pyr^olldlnyl)ca^boxamidoiphenylJeth 
yl]oxalamide 

N-[3-Methoxy-4-(5- 
oxazolyOphenyl ] -N'- [ l , 1 -dimethvI-2- 
[4-[{2- 

naphthyOcarboxamido] phenyl] ethyl] 
oxalamide 



N-[2-{4-[(6-Cyano-3- 
pyridyl)carboxamido]phenylj-l,l- 
dimethvlethyl]-N'-[3-methoxv-4-(5- 
Qxazolypphenyl] oxalamide 



N-[2-[4-(3- 
Methoxybenzamido )phenyl] - 1,1- 
dimethylethyl]-N'-[3-methoxv-4-(5 
oxazoIvl)phenyl]oxalamide 



N-[2-[4-(3,5- 
Difluorobenzamido)phenyl]-l,l- 
dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazoly])phenyl]oxalamide 



N-[2-[4-[(lH-Indol-5 
yl ) carboxamido] phenyl] - 1,1- 

dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyI)phenvl]oxalamide 



(E)-N-[2-[4-(2-Butenamido)phenyl]- 
I l>l-dimethylethyl]-N'-[3-methoxy-4- 
I (5-QxazolyI)phenyl]oxalam ide 
j N-[2-[4-(2- 

i Methox}'acetamido)phenyl]- 1,1 - 
I dimethylethyl]-N'-[3-methoxy'-4-(5- 
I oxazolyDphenylloxalamide 

N-[3-methox>'-4-(5-oxazolyl)phenvlj-. 

N^-[l>l-dimethyl-2-[4-[(2-methyl-3- 

furyl)carboxamido]phenyl]ethyl]oxal 
amide 



I N-[3-Methoxy-4-(5- 

i oxazolyl)phenyl]-N'-[l,l-dimethvl-2- 
j [4-[(5-methyl-4- 

^ isoxazolyl )carboxamido ] phenyl ] ethyl ; 
1 oxalamide 



N-l3-Methox)'-4-(5- 

oxazolyl)phenyl]-N'-[l,l-dimethvl-2- 
[4-[(3-methyl-4- 

isoxazolyDcarboxamido I phenyl] ethyl; 
oxalamide 



520.1 



363 



563.1 



36.^ 



580.1 
(M+H^ 
ACN) 



I 365 



543.1 



549.1 



552.1 



477.1 



481.2 



517.1 



518.1 



518.1 



366 



367 



368 



369 



370 



371 



373 



29 



N-[3-MethoxT-4-(5- 
oxazolyl)phenyl]-N'-[ 1,1 -dimethyl -2 - 
[4-[(5-methyl-3- 

isoxazolyl )carboxamido] phenyl] ethyl ] 
oxalamide 


^ - -^-^^ ^ *■< - 


518.1 


374 

i 


N-[3-Methoxy-4-(5- 

oxazolyl )phenyl]-N-[ 1, 1 -dimethyl- 2- 

[4-[t l-oxido-3- 

pyridyl )carboxamido ] phenyl ] ethyl ] ox 
alamide 


o- :> • ~' ' ~" c 


530.1 


375 


N-[3-Methox>-4-(5- 
oxazolyl ) phenyl ]-N'-[ 1,1 -dimethyl-2- 
[4-[(l-oxido-4- 

pyridyl jcarboxamido] phenyl] ethyl] ox 
alamide 




530.1 


376 


N-[3-Methox>-4-(5- 
oxazolyl)phenyl]-N'-[ l,l-dimethyl-2- 
[4-[(4,5-dimethyl-2- 
fu^yl)ca^boxamido] phenyl] ethyl] oxal 
amide 


O, O MP ' r 
J ^ *• ^ 


531.1 


377 


N-[3-Methoxy-4-(5- 

oxazolyl jphenyl] -N'- [ 1 , 1 -dimethyI-2- 

[4-[{2,5-dimethyl-2H-pyrazol-3- 

yl)carboxamido ] phenyl] -1,1- 

dimethylethyl] oxalamide 


. 0 ^, 


531.1 


378 


N-[3-Methoxy-4-(5- 

oxazolyl )phenyl] -N'- [ 1 , 1 -dimethyl-2- 

[4-[{3-methyl-2- 

thienyl )carboxamido] phenyl] ethyl] ox 
alamide 




533.1 


379 


N-[3-xMethoxy-4-(5- 

oxazolyl ) phenyl ]-N'-[ 1,1 -dimethvl-2- 

[4-[2-(3- 

thienyl jacetamido] phenyl] ethyl ]oxala 
mide 


C- 0 C", " '"^l:' ''^"s 


533.1 


380 

i 
j 


N-[3-Methoxy-4-(5- 
oxazolyl)phenyl]-N'-[ l,l-dimethyl-2- 
[4-[(4-methyl-2- 

thienyl Icarboxamidoj phenyl] ethyl] ox 
alamide 




533.1 


1 

381 

1 
i 


oxazolyl)phenyl] -N'- [ 1 ,1 -dimethyl-2- 

[4- [ (4-methyl- 1 ,2,3-thiadiazol-5- 

yl )carboxamido] phenyl] ethyl] oxalami 

l± 


s — ^ 


535 


! 

382 


N-[2-[4-(4- 
! Acetamidobenzamido)phenyl]- l,l- 
dimethylethyl]-N'-[3-methox:v^-4-(5- 
oxazolyl)phenyl]oxalamide 




570.1 


383 



30 



N-[2-[4-(3,4- 

Dimethox\'benzamido)phenyI]-l,l- 
dimethylethyl] -N'-[3-methox^•-4-(5- 
oxazolyI)phenyl]oxalamide 



573.1 



N-[2- 



;4-{4-Chloro-2- 
methoxybenzamidojphenyl]- 1,1 - 
dimethylethyI]-N'-[3-methoxA'-4-(5- 
oxazolyl)phenyl]oxalamide 



578.2 



.N.[2-[4-(2,6- 



384 



385 



Dichlorobenzamido )phenyl ] - 1 , 1 - 
dimethylethyl]-N'-[3-methox"y-4-(5- 
oxazolyl )phenyl j oxalamide 






I 581 


, 386 
1 


N-[2-[4-[(Bicyclo[4.2.0]octa-l(6),2,4- 
triene-7(RS)- 

yl)carboxamido ] phenyl] - 1,1- 
dimethylethyl]-N'-[3-methox>^-4-(5- 
oxazolyl )phenyl] oxalamide 


C ~ ^ ^ ^ ^ 


i: 


539.1 


; 38:^ 

i 


N-[3-Methoxy-4-(5- 

oxazolyl iphenyl] -N'- [ 1 ,1 -dimethyl-2- 

[4-(2-oxo-2- 

phenylacetamido)phenyI] ethyl joxala 
mide 


'm— - 


541.1 


1 388 : 

: 


N-[2-{4-[2-(2- 

Fluorophenyl)acetamido] phenyl } - 1 , 1 - 
dimethylethyI]-N'-[3-methox>^-4-(5- 
oxazolyl)phenyl] oxalamide 




545 


1 389 ; 


N-[2-l4-[2-(4- 

Fluorophenyl)acetamido] phenyl }- 1, 1 - 
dimethylethyl)-N'-[3-methoxy-4-(5- 
oxazolyl )phenyl ] oxalamide 




545 


390 


N-[3-Methoxy-4-(5- 
oxazolyl jphenyl]-N-[2-{4-[(4- 
methox)'-3- 

thienyl)carboxamido]phenyl}-l,l - 
dimethyl ethvl] oxalamide 






549 


391 


N-[2-[4-(4- 

Acetylbenzamido)phenyl]-l,l- 
dimethylethyl]-N'-[3-metho\y-4-(5- 
oxazolyl iphenyl] oxalamide 


(?- ' ■ 




555.1 


! 392 


K-[2-[4-[(l,3-Benzodioxol-5- \ ^ ;f - 
yl)carboxamido]phenyl]-l,l- ; " ^ " 
dimethylethyl]-N'-[3-methoxy-4-(5- ^ - 
oxazolvl iphenvl joxalamide 


557.1 


393 


N-[2-[4-[2-(2- i ^ 
Chlorophenyl)acetamido]phenylj - ^ - , v„ -' ^ ^ . 
l,l-dimethyiethyl]-N'-[3-methoxy-4- | ' 
(5-oxazolyl)phenyl] oxalamide ' 


561.1 


394 



31 


N-[2-[4-[2-(4- 

Chlorophenyl)acetamido]phenyl]- 
1 , 1 -dimethylethyl] -N'- [ 3-methox^-4- 
(5-oxazolyl)phenyl]oxalamide 




1 561.1 


1 

395 



5 



Particularly preferred compounds of formula (I) are also those according to general 
formula 

10 




wherein R% R^ R^ R^ R^ and R^° are defined as above 
15 R^^ and R^^ is H or lower alkyl, 
n= 0 or 1 and 

R^^ is heterocyclyl, aryl or lower cycloalkvl. 

20 

Particularly preferred compounds of formula (XIV) are those wherein 
R' is methoxy and R\ R^ R^ R^ R^^R^^ and R^" are hydrogen. 

Examples of such compounds are listed in table If below 

25 



Name 


Structure 


MS(ES) 
(M + H)^ 


Ex No 


N-[3-(4-Hydrox>^-phenox>0-l>l- 








dimethyl-propyl] -N'-(3-methoxy- 




440 


396 


4-oxazol-5-yl-phenyl)-oxalamide 






, 1 


N-[3-Methox\'-4-(5- 
oxazolyl)phenyl]-N'-[3-(4- 
methoxTphenoxy-)- 1 > 1 - 
dimethylpropyl] oxalamide 




454 


397 



1 N-[3-Methox>'-4-(5- 

oxazoIvl)phenvl]-N'-[ 1 ,1 -dimethvl- 
I 3-(4- 

nitrophenox)'j propyl ]oxalamide 


I 




469 


: 398 










i N-[3-(2-Hydrox}phenoxyj-l,l - 
dimethylpropyl]-N'-[3-methox}'-4- 
(5-oxazolyl)phenyl]oxalamide 


N ■' C 




440 


399 


N-[3-(4-Amino-phenox"y.)- l,l- 
dimethyl-p^opyl]-N'-(3-mcthox\'- 
4-oxazol-5-yl-phenyl)-oxalamide 


N ' " C 




439 


400 


N- [3-(4-Acetylamino-phenox)0- 
l,l -dimethyl-propyl] -N'-(3- 
methox)'-4-oxazol-5-yl-phenyl)- 
oxalamide 




C 


481 


401 ' 


N-[3-Methoxy-4-(5- 

oxazolyl )phenyl] -N'- [1,1 -dimethyl- 

3-(3-pyridylox)0propyl]oxalamide 




0 ' - 


425 


1 

! 

402 


N-[3-(3-Hydroxyphenoxy)-l,l- 
dimethylpropyl] -N'- [ 3-methox7-4- 
(5-oxazolyl)phenyl]oxalamide 




J 

o 

0 ''^ 


440 


403 

! 


N-[3-Methox\-4-(5- 
oxazolyl)phenyl]-N'-[3-(3- 

methox)^henox>0- ^ > 1 - 
dimethylpropyl]oxalamide 






454 


1 ' 

; 404 

1 


N-[3-Methox\'-4-(5- 

oxazolyl jphenvl ] -N'- [ 1 , 1 -dimethyl- 

3-(3- 

ni trophenox)0 propyl ]oxalamide 




o c 

0 ' ^ 


469 


403 


N- [3-(3-Aminophenox)0 - 
dimethylpropyl 1 -N'- [ 3-methox7-4- 
' (5 -oxazolyl )phenyl]oxalamide 




^^^^ c 

o • 


439 




4-[3-[[[3-Methox7-4-(5- 
oxazolyl )anilino]oxalyl]amino]-3- 
l methvlbutox'\']benzoic acid 




■ "S 

^"•^ c 

c 


468 


4 33 

! 


2-[3-[[[3-Methoxy-4-(5- 
oxazolyl )anilino]oxalyl]amino]-3- 
j methylbutox)'] benzoic acid 

i 


i 




468 


1 434 


! 3-[3-[[[3-Methox7-4-(5- 
oxazolyl)anilino]oxalyl jamino] - 3- 
methylbutoxyjbenzoic acid 




■^^ 


i 468 

i 


■ 435 
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2-[4-[3-[[[3-Methox)-4-(5- 
oxazolyl)anilino]oxalyl]amino]-3- 
methylbutoxyjphenoxA'] acetic acid 






49S 


436 


2-[2-[3-[[[3-^Iethox^•-4-(5- 
oxazolyl )anilino]oxalyI]amino]-3- 
methylbutoxy ] phenoxv^] acetic acid 




498 


437 



Particularly preferred compounds of formula (I) are also those accordmg to general 
10 formula 




wherein R% R-\ R^ R^ R^ R^ and R^^ are defined as above, 



15 R^ ^ and R^^ is H or lower alkyl, 
n = 0 or 1 

R'' IS optionally substituted phenyl, optionally substituted phenyl alkyl, optionally 
20 substituted phenyl carbonyl, optionally substituted phenyl sulfonyl. 

Particularly preferred compounds of formula (XV) are also those 
wherein R^ is methox)s R\ R\ R^ R^ R^^R^* and R*' are hydrogen. 

25 

Examples of such compounds are listed in table Ig below 



Name 


Structure 


MS(ES) 
(M + H)' 


Ex No 1 


N-( l,l-Dimethyl-2-(4-phenyl- 








piperazin- l-yl)-ethyl]-N'-(3- 




478 


407 


methox^^-4-oxazol-5-yl-phenyI)- 








oxalamide 






i 



34 



N-[3-Methox\'-4-(:)- 
' oxazolyl jphenyIj-N'-[2-[4-( 4- 
' methoxi^henyD-l-piperazinylj-M- 

dimethylethyl joxalamide 


i 


: 508 


408 


j N-(3-Methoxy-4-oxazolo-vl- 
; phenyl)-N'-{2-[4-(3-methoxy- 
1 phenylj-piperazin-l-yl]-l,l- 
dimethyl-ethyl}-oxalamide 


^ ! 

1 


! 

508 

1 


409 


1 N-[3-Methox>'-4-(5- 
' oxazolyl)phenyl]-N'-[M-dimethyl-3- 
(4-phenyl-l- 

piperazinyl)propvl]oxalamide 




492 


410 


N-[3-Mcthoxy-4-(5- 
oxazolyl)phenyI]-N'-[2-[4-(2- 
methox)'-phenyl ) - 1 -piperazinyl ] - 1 , 1 - 
dimethylethyl Joxalamide 




508 


1 

1 411 


N- [2-(4-BenzyM -piperazinyl)- 1,1 - 
dimethylethyl]-N'-[3-methoxy-4-(5- 
. oxazolyl)phenyl]oxalamide 




492 


: 412 


' N-[2-[4-(Benzenesulfonyl)-l- 
piperazinyl] - 1 ,1 -dimethylethyl] -N'- 
[3-methoxy-4-(5- 
oxazolyl)phenyl]oxalamide 




452 


! 413 


N- [2-(4-Benzoyl- 1 -piperazinyl)- 1,1 - 
dimethylethyl] -N'-[3-methoxy-4-(5- 
oxazolyl)phenyl]oxalamide 


c 

^ X 


506 


414 



5 



In particular preferred compounds of formula (I) are also those according; to th-. 
10 general formula 




XVI 



wherem R', R\ R^ R^R^R^R'" and R'" are defined as above 

15 

R", R-- , R-', R-- and R'" are H or lower alkyl 
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R"^ is alkyl, aryl or heterocyclyh alkox)', aryloxry, heterocyclyl ox\' 

Particularly preferred compounds of formula (X\'I) are those wherein 

R' IS methoxT, R-\ R', R', R', R^^R^\R", R'\ R"" and R'" are hydrogen. 

Examples of such compounds are listed m table Ih below: 



Name 


Structure 


ME(ESj 
(M+Hr 


Ex No 


Phenyl [3-[[[4-(5- 

oxazolyl)anilino]oxalyl] amino] benzyl] 
carbamate 




487 


415 


N-[3-[(3- 

Fluorobenzamido)methyl]phenyl]-N'- 

[3-methoxy-4-(5- 

oxazolyl )phenyl] oxalamide 




489 


416 


N-[3-[(3- 

Chlorobenzamido ) methyl] phenyl ]-N'- 

[3-methox>^-4-(5- 

oxazolvl )phenyl] oxalamide 




505 


417 


N-[3-[(3- 

Methox}'benzamido)methyl] phenyl] - 
N'- [3-methox)^-4-(5- 
oxazolyUphenvl] oxalamide 


c- c ■ ■ ' - 


501.2 


418 


N;[3-[(3,4- 

Dimethoxybenzamido)methyl] phenyl] 
-N'-[3-methox\^-4-(5- 
oxazolyljphenyl] oxalamide 


^ - ■ -'^ - s ' " . * - '■' 


531.2 


419 


Cyanobenzamido)methyl]phenyl]-N'- ! c\,. . v.^-^ 
[3-methoxy-4-(5- ' /'^-^^ " 
oxazolyOphenyl] oxalamide ■ ' 


496.1 


420 
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In particular preferred compounds of formula (I) are also those accordmg to the 
general formula 



10 



15 




.12 



wherein R\ R\ R\ R\ R and R^^' are defined as above 

R'^ and R'^ is H or lower alk\'l and 

R^" is heteroc>'clyl, aryl or lower cycloalkvl. 



XVII 



Particularly preferred compounds of formula (XVII) are those where 



m 



20 is methox)', R-, R\ R^ R^ R^^',R^^ and R'' are hydrogen and wherem R- 

optionally substituted phenyl or 



IS 



^21 



N 



N 



wherein R"' is as above. 



Examples of such compounds are listed in table li bel 



ow: 



Name 



Structure 



MS(ES^ 
fM-H)' 



Ex X( 



N-[3-Methoxv-4-(4- 

(^xazolvl iphenvl : -N'- ■ 1,1 -d mi ethyl 

2-(4-phenvl-l- 

pipera/invl )ethvl]oxalamide 



47S 



N - !2-(4-Ben>'vloxyphen\'l i - 1 ,1 - 
dimethvlethyl ■ -N - j 3- methox\--4 - 
( 4-oxazolvl jphenyl ] oxalamide 



5(J(J 



42S 



37 



N-[2-(4-Hydroxyphenyl)-l,l- 

dimethylethyl]-N'-[3-methox>^-4- 

{4-oxazolyl)phenyI]oxalamide 




430 



j N-[3-Methoxy-4-(4- 

I oxazolyI)phenyl]-N'-[2-[4-(4- 

1 methox:yT:>henyl)-l-piperazinyl] - 

i 1 ,l-dimethylethyl]oxalamide 



508 



431 



I N-[3-Methox)^-4-(2-methyl-4- 
I oxazolyl)-phenyl]-N'-[2-[4-(4- 
t methoxyphenyl)-l-piperazinyl]- 
I l,l-dimethylethyl]oxalamide 



522.4 



432 



The compounds of formula (IV) and (VIII) which are intermediates in the foregomg 
processes are novel and are also provided by the present invention. 

10 

Reaction Scheme A 




With reference to Reaction Scheme A, the first step comprises the coupling of a 
15 compound of formula (II) with an activated oxalyl derivative, such as methyl 

chlorooxoacetate, to give a compound of formula (III). The reaction may be carried 
out in a conventional manner, suitably in an organic solvent which is inert under the 
reaction conditions and in the presence of an organic base at about 0^'C to about room 
temperature. Suitable solvents include halogenated hydrocarbons, e.g. 
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5 dichloromethane. Pyridine and tri(lower alkyl)amines, e.g. triethylamine, can be 
mentioned as examples of suitable organic bases which can be used. 

Subsequent hydrolysis of the compound of formula (III J to gi\'e the acid compound of 
formula may be carried out by treatment with a solution of an alkali metal 
10 hydroxide, such as sodium hydroxide, in a suitable solvent system, such as aqueous 
methanol. 

Alternatively, a compound of formula (II ) may be coupled with tert. butyl 
chlorooxoacetate, followed by treatment with acid to remo\'e the tert. butyl grcnip, to 
15 give a compound of formula ( W). 

The compound of formula {IV) is then coupled with an amine compound of formula 
(V) using standard peptide coupling reagents, such as hydrox}'benzotriazole in the 
presence of 1 -ethyl-3-(3-dimethylaminopropyl) carbodiimide hydrochloride, to give 
20 the oxamide compound of formula (I). 

After this coupling step, the R groups of the resulting compound may be further 
modified by techniques known in the art, for example, functional groups may be 
altered, and/or connected to further groups 

25 



Reaction Scheme B 




39 



5 

Referring to Reaction Scheme B, the first step comprises the coupHng of a compound of 
formula (VI) with an activated oxalyl derivative, such as methyl chlorooxoacetate, to 
give a compound of formula (MI). The reaction is carried out in the manner described 
above for the formation of a compound of formula (III) from a compound of formula 
10 (II). 

Subsequent hydrolysis of the compound of formula (VII) to give the acid compound of 
formula (VIII) is then carried out as described above for the hydrolysis of a compound 
of formula (III). 

15 

Alternatively, a compound of formula (VI) may be coupled with tert. butyl 
chlorooxoacetate, followed by treatment with acid to remove the tert. butyl group, to 
give a compound of formula (VIII). 

20 The compound of formula (VIII) is then coupled with an amine compound of formula 
(V) to give the oxamide compound of formula (IX), under the conditions described 
above for the coupling of a compound of formula (IV) with a compound of formula 
(V). 

25 After this coupling step, the R groups of the resulting compound may be further 
modified by techniques known in the art, for example, functional groups may be 
altered, and/or connected to further groups 

Reaction Scheme C 

30 
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Alternatively, compounds of formula (I) are made by the coupling of a compound of 
formula (II) with an oxalamic acid compound of formula (X), using standard peptide 
coupling reagents, such as hydroxybenzotriazole in the presence of l-ethylo-( 3- 
dimethylaminopropyl ) carbodiimide hydrochloride, to give the oxamide compound of 
formula (I). 

After this coupling step, the R groups of the resulting compound may be further 
modified by techniques known in the art, for example, functional groups may be 
altered, and/or connected to further groups 

As mentioned above, the compounds of formula (I) and salts thereof are inhibitors of 
IMPDH enzyme both in vitro and in vivo, and can be used in the control or prevention 
of IMPDH mediated conditions or diseases. 

IMPDH activity can be assayed using an adaptation of the method reported by Carr 
[S. Carr et al., J. Biol. Chem. 268, p. 27286 (1993)], the disclosure of which is herein 
incorporated by reference. IMPDH activity was measured spectrophotometrically, bv 
monitoring the increase in absorbance at 340nm due to the formation of NADH (e 
340 is 6220 M-1 cm-1 ) from the reduction of NAD. The IMPDH reaction mixture 
contained O.IM Tris pHS.O, O.IM KCl, ImM DTT, 3mM EDTA, lOOmM IMP and 
lOOmM NAD. The reaction was initiated by the addition of IMPDH (human t\'pe II 
to a final concentration in the assay of between InM and 5nM with respect to the 
IMPDH tetramer. The initial rate is measured by following the linear increase in 
absorbance at 340nm at 37'^C for 45 minutes. The reading was conducted usmg a 
Spectromax 190 (Molecular Devices) spectrophotometer in a 96 w^ell plate format 
with a final reaction volume of 200|il. 

For inhibitor assay analysis, the compound is dissolved in DMSO to a final 
concentration of lOmM and added to the initial reaction mixture as 5\Ji\ to give final 
DMSO concentration of 2.5%. The enzyme reaction is initiated by the addition of 
IMPDH and the initial rates measured as above. IC50 determinations are made by 
measuring the initial rates in the presence of 10 concentrations of inhibitor and fitting 
the data using the 4 parameter curve fit from the Softmax pro software (Molecular 
Devices), 
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5 

Preferred compounds of the invention tested in the above assay have an ICjc value up 
to 500nM i.e. 0.5 \xM. 

Specific examples of IC50 values for preferred compounds of formula (1) are set out 
10 • below in Table 2: 

Table 2 



15 



Compound of Formula (I) 


ICso 




tert-Butyl [3-[[[3-methoxy-4-(5- 
oxazolyl) 

anilino]oxalyl] amino] benzyl] carbamate 


0.036 




N-tert-Butyl-N'-[3-methox\^-4-(5- 
oxazolyl)phenyl]oxalamide 


0.037 




[3-[[ [3-Methoxy-4-(5-oxazolyl)anilino] 
oxalyl]amino]benzyl]carbamic acid 
tetrahydro-3(S)-furyl ester 


0.044 




N-[3-(Benzamidomethyl)phenyl]-N'-[3- 
methoxy-4-(5- 
oxazolyl)phenyl]oxalamide 


0.013 


C ''' 


Isopropyl [3-[[[3-methox>'-4-(5- 
oxazolyl) 

anilinojoxalyl] amino] benzyl] carbamate 


0.033 




N-[3-Methoxy-4-(5-oxazolyl jphenyl]- 
N'-( 1 -methyl- 1 -phenylethyl )oxalamide 


0.03 
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P O": 


N-(l,l-Dimethylpropyl)-K'-[3- 
methox\^-4-(5- 
oxazolyl ) phenyl ]oxalamide 


0.031 


^ O, C c>, 


N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N'-( 1 ,l,3,3-tetramethyI-butyl)oxalamide 


0.034 


C - ' 


N-( 1,1 -Dimethylproparg>^l j-N'- [3- 
methox^^-4-(5- 
oxazolyl)phenyl]oxalamide 


0.048 




N-{2-Hydrox>-l,l-dimethylethyl)-N'- 
[3-methoxy-4-(5- 
oxazolyljphenyl ] oxalamide 


0.072 




N-(l,l-Dimethyl-2-phenylethyl)-N'-[3- 
methoxy-4-(5- 
oxazolyljphenyl] oxalamide 


0.015 




Phenyl [3- [ [ [4-(5-oxazolyl)anilino] 
oxalyl] amino] benzyl] carbamate 


0.011 




N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N'- [3- [ (phenylcarbamoyl)methyl] 
phenyl] oxalamide 


0.035 


N 


tert-Butyl [2-[[[3-methox\'-4-{5- 
oxazolyl)anilino] oxalyl ] amino] -2- 
methylpropyl] carbamate 


0.075 




N-(2-Ammo-l,l-dimethylethyl;-N'-[3- 
methox:y-4-(5- 
oxazolyljphenylj oxalamide 
trifluoroacetate (1:1) 


0.097 


c' 


N-[3-Methory-4-(5-oxa2olyl)phenyl] - 
N'-[ l>l-dimethyl-2-(4-nitrophenyl) 
ethyl]oxalamide 


0.010 


i ^ ^ - ' 


N-[3-t Aminomethyl)phenyl]-N'-[3- 
methox)^-4-(5- 
oxazolyl jphenyl] oxalamide 


0.233 
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trifluoroacetate (1:1) 






Methyl [3-[ [ [3-methox>-4-(5- 
oxazolyl )anilino]oxalyl] amino J benzyl J ca 
rbamate 


0,121 


1 N 


N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N'-(3-pyridyl)oxalamide 


0.277 




K-[3- 

[(Benzenesulfonamido)methyl]phenyl]- 
N'- [3-methoxy-4-(5- 
oxazolyl)phenyl]oxalamide 


0.125 


CH If 


N-(2-Dimethylamino- 1,1- 
dimethylethyl)-N'-[3-methoxy-4-(5- 
oxazolyl)phenyl] oxalamide 
hydrochloride (1:1 ) 


0.17 




N-[3-Methoxy-4-(5-oxazolyI)phenyl]- 
N'-[l-methyM- 
(methylcarbamoyl)ethyl] oxalamide 


0.199 




N-tert-Butyl-N'-[3-chloro-4-(5- 
oxazolyOphenyl] oxalamide 


0.169 


X c 


N-tert-Butyl-N'-[3-methox>--4-(4- 
oxazolyl)phenyl] oxalamide 


0.46 



Compounds of formula (I) which are acidic can form pharmaceuticalh' acceptable 
salts with bases such as alkali metal hydroxides, e.g. sodium hydroxide and potassium 
hydroxide; alkaline earth metal hydroxides, e.g. calcium hydroxide, barium hydroxide 
and magnesium hydroxide, and the like; with organic bases e.g. N-ethyl piperidine, 
10 dibenzylamine, and the like. Those compounds of formula fl) which are basic can 
form pharmaceutically acceptable salts with inorganic acids, e.g. with hydrohalic acid^ 
such as hydrochloric acid and hydrobromic acid, sulphuric acid, nitric acid and 
phosphoric acid, and the like, and with organic acids, e.g. with acetic acid, tartaric 
acid, succinic acid, fumaric acid, maleic acid, malic acid, salicylic acid, citric acid, 
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methanesulphonic acid and p-toluene sulphonic acid, and the like. The formation 
and isolation of such salts can be carried out according to methods known in the art. 



The oxamide derivatives provided by the present invention (i.e. the compounds of 
formula (I) and their pharmaceutically acceptable salts), can be used as medicaments, 
for example in the form of pharmaceutical preparations. The pharmaceutical 
preparations can be administered enterally, such as orally, in the form of tablets, coated 
tablets, dragees, hard and soft gelatine capsules, solutions, emulsions or suspensions, or 
nasally, e.g. in the form of nasal sprays. They can also be administered rectallv, e.g. m 
the form of suppositories, or parenterally, (e.g. intramuscularly, intravenously, or 
subcutaneously), for example, in the form of injection solutions. 

For the manufacture of pharmaceutical preparations the oxamide derivatives can be 
formulated with therapeutically inert, inorganic or organic carriers. Lactose, corn 
starch or derivatives thereof, talc, stearic acid or its salts can be used, for example, as 
such earners for tablets, coated tablets, dragees and hard gelatine capsules. Suitable 
carriers for soft gelatine capsules are, for example, vegetable oils, w^axes, fats, semi- 
solid and liquid polyols and the like. Depending on the nature of the active ingredient 
no carriers are, however, generally required in the case of soft gelatine capsules. 
Suitable carriers for the manufacture of solutions and syrups are, for example, water, 
polyols, sucrose, saccharose, invert sugar, glucose and the like. Suitable carriers for 
the manufacture of injection solutions are, for example, water, saline, alcohoU, 
polyols, glycerine, vegetable oils and the like. Natural or hardened oils, waxes, fats, 
semi-liquid or liquid polyols and the like are suitable carriers for the manufacture of 
suppositories. The pharmaceutical preparations of the present invention mav also be 
provided as sustained release formulations or other appropriate formulations. 

The pharmaceutical preparations can also contain preservatives, solubilizer^, 
stabilizers, wetting agents, emulsifiers, sweeteners, colourants, flavourants, salts for 
adjustment of the osmotic pressure, buffers, masking agents or antioxidants. Thev 
may also contain other therapeutically active substances, such as an 
immunosuppressant, a chemotherapeutic agent, an anti-viral agent, an antibiotic, an 
anti-parasitic agent, an anti-fungal agent, an anti-inflammatory agent and^or an anti- 
vascular h\T?erproliferation agent. A preferred agent that may be used with the 
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5 compounds of the present invention is interferon or derivatives thereof, such as 
conjugates with polyethylene glycol. 

Medicaments containing compounds of formula (I) or salts thereof and a 
therapeutically acceptable carrier, as well as a process for the manufacture of such 
10 medicaments are also objects of the present invention. This process comprises bringing 
a compound of formula (I) or a pharmaceutically acceptable salt thereof into a galenical 
administration form together with a therapeutically inert carrier material and, if 
desired, one or more additional therapeutically active substances. 

15 A further object of the invention comprises the use of the oxamide derivatives 
provided by the invention in the treatment of an immune mediated condition or 
disease, a viral disease, a bacterial disease, a parasitic disease, inflammation, an 
inflammatory disease, a hyperproliferative vascular disease, a tumour, or cancer. The 
dosage can vary within wide limits and will, of course, be adjusted to the individual 

20 requirements in each particular case. Dosage levels of between about 0.01 and about 
100 mg/kg body weight per day (preferably 0.5 - 75 mg/kg/day) in monotherapy 
and/or in combination therapy are preferred, administered from about 1 -5 times per 
day. The active ingredient may be combined with a carrier material. A rv^^ical 
preparation will contain from about 5% - 95% active compound (w/w) (preferably 

25 from about 20% - 80% active compound). The daily dosage can be administered as a 
single dosage or in divided dosages. 

The compounds and compositions of the present invention may be for use in 
monotherapy and/or combination therapy, i.e. the treatment may be in conjunction 
30 with the administration of one or more additional therapeutically active substance(s). 
When the treatment is combination therapy, such adminstration may be concurrent 
or sequential with respect to that of the oxamide derivatives of the present invention. 
Thus, concurrent administration, as used herein, includes administration of the 
agents in conjunction or combination, together, or before or after each other. 

35 

It will be understood that references herein to treatment extend to prophylaxis as well 
as to treatment of existing conditions. Treatment of a disease or condition, as used 
herein, also includes preventing, inhibiting, regressing, reversing, alleviatmg or 
relieving the disease or condition, or the clinical symptoms thereof The term 
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subject" as used herein refers to animals, including humans and other mammals. 



The following Examples illustrate the present invention. 

With regard to the startmg materials that are kno%vn compounds some of these mav be 
purchased from commercial suppliers. Other startmg materials that are known and their 
analogues can be prepared by methods well known in the art. Examples of compounds 
available from commercial suppliers, and citations to the synthesis of other compounds 
and their analogues are provided in the following: 

Compounds of formula (II) and the compounds of formula (VI) are obtained from 
commercial suppliers (e.g. 4-(5-oxazolyl)aniline, Maybridge catalogue number DFP 
00120), or prepared by adaptation of the methods disclosed in published patent 
application WO 974002, or prepared by adaptation of the methods provided in Palacz et 
al., FEBS Lett., 1984, 176(2), 365-370. 

The compounds of formula (V) are obtained from commercial suppliers (e.g. tert- 
butylamine, Aldrich catalogue number B8,920-5; Cumylamine, TCl-US catalogue number 
C1293), or prepared by adaptation of the methods provided in Kazuo Achiwa et al., 
Chem.Pharm.BulL, 1998,46(4), 697-670. 

The compounds of formula (X) are prepared by adaptation of the methods provided' in 
Minisci et al, ]. Org. Chem., 1995, 60(17), 5430-5433. 

Examples ot commercially available reagents include those used in Example.s 7, 1' arui 1 1 , 
(2-methoxy-4-nitrobenzoic acid, Aldrich catalogue number 42,291-6; tert-butvlacetu acid, 
Aldrich catalogue number B8,840-3; and p-tolualdehyde, Aldrich catalogue nurr.ber 
T3, 560-2, respectively). 

Where indicated, the NMR spectra were recorded on a Bruker DUX 400 MHz 
spectrometer with the probe temperature set at 300 K. 

Where indicated bv "(M-i-;El)", mass spectra were recorded under electron impact 
conditions (EI), on a THERMOQUEST MAT95 S with a source temperature of 
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5 200^C. Other mass spectra were recorded under electrospray ionisation spectra (ESI) 
conditions, on one of the following machines: 

a) THERMOQUEST SSQ 7000 [Solvent 0.0859o TEA in 909o AcetonitriIe/\s'ater; flow 
rate 100 microliters/minute; capillary 250^C; spray voltage 5KV; sheath gas 80 psi], or 

b) LC-MS system (liquid chromatograph coupled to mass spectrum) 
10 THERMOQUEST TSQ 7000 ELECTROSPRAY or MICROMASS PLATFORM 

ELECTROSPRAY [Solvent 0.1% tFA m water or 0.085% TEA in 90% acetonitrile/ 
water or 0.085% TFA in acetonitrile]. 

Unless otherwise indicated, the mass spectroscopy values recorded in the MS(ES) 
15 column refer to (M + H)^ values, apart from the ones shown as {Nr;EI). 

Example 1 

20 N-Tert-butvl-N'-[3-methox\^-4-(5-oxazQlvl)phenvl]oxalamide 




25 



A solution of 26 mg (O.lmmol) of N- [ 3-methoxA'-4-f 5- 
oxazolyl)phenyl]oxalamic acid, 15 mg (0.2 mmol) of tertiar\- butylamine, 28 mi: 
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(0.15 mmol) of l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride and 
15 mg (OJl mmol) of 1 -hydrox>'-7-azabenzotriazole in 1 ml of dimethylformamide 
was stirred at room temperature for 4 hours then diluted with ethyl acetate and 
washed wuth 2M hydrochloric acid, saturated sodium bicarbonate and water. The 
resulting solution was dried over magnesium sulphate and evaporated to dryness. 
The residue was triturated with diethyl ether/petrol ( 1 : 1 ) and collected by filtration to 
give 11 mg of N-tert-butyl-N'-[3-methox7-4-(5-oxazolyOphenyl]oxalamide as a white 
solid. MS: m/e 318.0 [M-hHj". 

The starting material was prepared as follows: 

i ) 5.7 g (30 mmol) of 3-methoxy-4-(5-oxazolyl)aniline and 3.33 g (33 mmol) of 
triethylamine w^ere dissolved in 50 ml of dichloromethane and the solution was cooled 
to O^'C. A solution of 3.86 g (31.5 mmol) of methyl oxalyl chloride in 10 ml of 
dichloromethane w^as added dropw^se and the resulting mixture was stirred for 1 hour 
then washed with 2M hydrochloric acid. The precipitated solid w^as collected bv 
filtration and washed with dichloromethane and w^ater to give 6.2 of methyl N-[3- 
methoxy-4-(5-oxazolyl)phenyl]oxalamate as a yellow solid. NMR (400 MHz, 

DMSO-d^) 5: 3.88 (3H,s), 3.94 (3H,s), 7.48 (lH,s), 7.58 (lH,dd), 7.65 (lH,d), 7.6S 
(lH,d)),8.39 (lH,s), 10.92 (lH,s). 

ii) 6.2 g (22.46 mmol) of methyl N-[3-methox>'-4-( 5-oxazolyl)phenyi;oxj! jmatc 
and 1.2 g (30 mmol) of sodium hydroxide were refluxed in 240 ml of methanol v% aier 
(1:1) for 2 hours then cooled, filtered and acidified with 2M hydrochloric acid Tn- 
precipitated solid was collected by filtration and washed with water, acetone and 
diethyl ether to give 5.1 g of N- [3-methox7-4-(5-oxazo]vl)phenyl] oxalamic acid a- a 
pale yellow solid. MS: m/e 262.9 [M + H]^ 

Alternatively N-tert-butyl-N'- [3-methox)'-4-(5-oxazolvl jphenyljoxalamide can be 
prepared as follows: 

A solution of 95 mg (0.5 mmol) of 3-methox7-4-( 5-oxazolvl)aniline, 73 mg 
(0.5 mmol) of N-tert-butyloxalamic acid, 134 mg fO.7 mmolj of l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride and 75 mg (0.55 mmol) of 
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5 l-hydrox>'-7-azaben2otriazole in 4 ml of dichloromethane was stirred a room 
temperature for 18 hours. The resulting mixture was washed with 2M hydrochloric 
acid and saturated sodium bicarbonate, dried over magnesium sulphate and 
evaporated to dryness. The residue was triturated with petrol and collected by 
filtration to give 128 mg of N-tert-butyl-N'-[3-metho\y-4-(5- 
10 oxazolyl)phenyl]oxalamide as a pale yellow solid. MS: 318 [M^H]\ 

Example 2 

Tert-butvl f 3- f [ [3-methox\--4-(5-oxazolvl)anilino1oxalvl] amino jbenzvl] carbamate 

15 




EDAg 
HOAt 



A mixture of 2.04 g (7.79 mmol) of N-(3-metho\- -4-f 5- 
oxazolyl)phenyl]oxalamic acid, prepared as described above in Example 1 abo\'e, 1.9 g 

20 (8,56 mmol) of tert-butyl (3-aminobenzyl)carbamate, 1.8 g (9.4 mmol) of l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride and 1 .3 g (9.6 mmol of 1 - 
hydrox>'-7-azabenzotriazole in 30 ml of dimethylformamide was stirred for 20 hours 
at room temperature. The resulting precipitate was collected by filtration and washed 
with dichloromethane to give 1.8 g of tert-butyl [3- [ [ [3-methox^'-4-( 5- 

25 oxazolyl)anilino]oxalyl]amino]benzyl]carbamate as a white solid. MS: m/e 466 W . 

Example 3 

N-[3-( Aminomethvlphenyl ! - N'-f 3-methoxv-4-f 5-oxazolyl)phenvlloxalamide 
30 trifluoroacetate 
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5 TFA 

15 mg (0.032 mmol) of tert-butyl [3- [ [ [3-methox\*-4-( 5- 

oxazolyl)anilino]oxalyl]amino]benzyl]carbamate, prepared as described in Example 2 
above, were dissolved in 1 ml of dichloromethane and 1 ml of trifluoroacetic acid at 
10 room temperature for 5 minutes. The solution was evaporated to dryness, the residue 
triturated with diethyl ether and collected by filtration to give 1 1 mg of N-[3- 
(aminomethylphenyl]-N'-[3-methox\'-4-(5-oxazolyl)phenyl]oxalamide 
trifluoroacetate as a white solid- MS: m/e 408 [M+H+MeCN]\ 

1 5 Example 4 



N-f 3-(Benzamidomethvl)phenvl] - N'- f3-methoxv-4-(5-oxazolvl )phenvl ioxalamide 
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PhCOCI 




Et3N 



TFA 




29 mg (0.21 mmol) of benzoyl chloride were added to a solution of 100 mg 
(0.21 mmol) of N-[3-(aminomethyl)phenyl]-N'-[3-methox)'-4-(5-oxazolyI)phenyli 
oxalamide trifluoroacetate, prepared as described in Example 3 above, and 46 mg 

10 (0.46 mmol) of triethylamine in a mixture of 2 ml of dimethylformamide and 5 ml of 
dichloromethane, and stirred at room temperature for 18 hours. The solution was 
w^ashed with 2M hydrochloric acid and saturated sodium bicarbonate then dried over 
magnesium sulphate and evaporated to dryness. The residue was chromatographed 
on silica gel using ethyl acetate/petrol (2:1) for the elution. After trituration \vith 

15 diethyl ether there w^as obtained 45 mg of N- [3-(benzamidomethyI)phenvr - N - ; 3- 
methoxy-4-(5-oxazolyl)phenyl]oxalamide as a white solid. MS: m/e 471.0 |M-H/. 

Example 5 



20 



N-f 3- f(Benzenesulphonamido)methvl] phenyl] -N'-f3-methox^^-4-(5-oxazolvn 
phenyl] oxalamide 




In an analogous manner to that described in Example 4 but replacing benzo\'l 
chloride with phenylsulphonyl chloride there was obtained N-[3- 
[(benzenesulphonamido)methyl] phenyl] -N'-[3-methoxy-4- (5- 
10 oxazolyl)phenyl]oxalamide as a white solid. MS: m/e 507 [M+H]^. 

Example 6 

Methyl f3-f [ f3-methox\--4-(5-oxa7olvl)anilino]oxazolvl1aminobenzvl icarbamate 




TFA 



In an analogous manner to that described in Example 4 but replacing benzoyl 
20 chloride with methyl chloroformate there was obtamed methyl [3-[ [ [ 3-methox\--4-( 5- 
oxazolyI.)anilino]oxalyl]amino]benzyl]carbamate as a white solid. MS: m/e 425 
[M+H]\ 



25 
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Example 7 



N-Tert-butvl-N'-f3-methox\--4-(4-oxazolvl)phenvl]oxalamide 



NO. 




OMe 



HNMe.Hq 
OMe EDAC 



NO, 



CO2H 




NH, 



SnCU 



OMe 
CONOMe 

Me 




OMe 
CONMe 

OMe 



NHOCCONHBu 



HOgCCONH'Bu 



EDAC 




MeMgBr 



OMe 
CONOMe 

Me 



NHOCCONHBu 



OMe 
OCH. 




nhocconh'bu nhocconh'bu 



PTMAT HCOONH 




4 



HCOOH 

OMe OMe 



OCH^Br 




A mixture of 371 mg (1 mmol) of N-[4-(bromoacetyl)-3-methox)T:?henyl]-N'- 
tert-butyloxalamide and 315 mg (5 mmol) of ammonium formate was refluxed in 
10 ml of formic acid for 4 hours then cooled and evaporated to dryness. The residue 
was dissolved in ethyl acetate, washed with 2M sodium hydroxide and dried over 
magnesium sulphate. The solution was evaporated to dryness and the residue 
chromatographed on silica gel using ethyl acetate/petrol (7:18J for the elution. There 
was obtained after trituration with diethyl ether/petrol (1:1) 65 mg of N-tert-butyl- 
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N'-[3-methoxy-4-(4-oxazolyl)phenyljoxalamide as a white solid. MS: m/e 318 
[M + H]\ 

The starting material was prepared as follows: 

i) A mixture of 3.94 g (20 mmol) of 2-methoxT-4-nitrobenzoic acid, 3.9 g 
(40mmol) of N.O-dimethylhydroxylamine hydrochloride, 5.73 g (29.92 mmol) of 1- 
(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride, 3.37 g (22 mmol) of 1- 
hydrox-ybenzotriazole hydrate and 5.06 g (44 mmol) of N-ethylmorpholine in 50 ml 
of dichloromethane was stirred at room temperature for 3 hours then washed with 
2M hydrochloric acid and saturated bicarbonate. The resulting solution was dried 
over magnesium sulphate, evaporated to dryness and the residue triturated with 
diethyl ether and collected by filtration to give 3.95 g of K,0-dimethyl 2-methoxT-4- 
nitrobenzohydroxamate as a white soHd. 'H NMR (400 MHz, CDCI3) 5: 3.37 (3H,sj, 
3.48 (3H,s), 3.97 (3H,s), 7.45 ( lH,d). 7.80 ( IH.d), 7.91 (IH.dd). 

ii) A mixture of 1.2 g (5 mmol) of N,0-dimethyl 2-methox7-4- 
nitrobenzohydroxamate and 4.75 g (25 mmol) of tin(II) chloride in 40 ml of ethanol 
was heated at 80°C for 30 minutes then cooled and evaporated to dryness. The 
residue was dissolved in dichloromethane, washed with 2M sodium hydro.xide and the 
organic phase dried over magnesium sulphate and evaporated to dryness to give 
960 mg of N.O-dimethyl 4-amino-2-methoxybenzohydroxamate as an of:-u hiie 
solid. 'H NMR (400 MHz, CDCI3) 5: 3.25 (3H,s), 3.62 (3H,s), 3.79 f3H,s , 6 22 
(lH,dJ,6.28 (IH.dd), 7.09 (lH,d). 

iii) A mixture of 700 mg (3.33 mmol) of N,0-dimethyl 4-amin(>-:- 
methoxTbenzohydroxamate, 483 mg (3.33 mmol) of N-tert-butyloxalamic acid, 
600 mg (3.92 mmol) of l-hydrox)-benzotriazole hydrate and 960 mg (5.01 mmol ) of 
l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride in 15 ml of 
dichloromethane was stirred at room temperature for 3 hours then wa>,hed with 2.M 
hydrochloric acid and saturated sodium bicarbonate. The organic phase was dried 
over magnesium sulphate, evaporated to dryness and the residue chromatographed 
on silica gel using ethyl acetate/petrol (3:1) for the elation to give 960 mg of N,0- 
dimethyl 4-[[(tert-butylamino)oxalyl] aminol-2-methox>'benzohydroxamate as a 
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5 white solid. NMR (400 MHz, CDCI3) 5: 1.46 (9H,s), 3.25-3.4 (3H,br.s.), 3.45-3.65 
(3H,br.s.), 3.89 (3H,s), 7.08 (lH,dd), 7,29 (lH,d), 7.44 (iH,s), 7.53 (lH,d), 9.40 
(lH,s). 

iv) 3.1 ml (4.34 mmol) of 1.4M methylmagnesium bromide in tetrahydrofuran 
10 were added in portions over 1 hour to a solution of 337 mg (1 mmol) of N,0- 
dimethyl 4-[ [(tert-burv'lamino)oxalyl]amino]-2-methox:ybenzohydroxamate in 10 ml 
of anhydrous tetrahydrofuran. The resulting solution was diluted with diethyl ether 
and washed with 2M hydrochloric acid. The organic phase was dried over 
magnesium sulphate, evaporated to dryness and the residue chromatographed on 
15 silica gel using ethyl acetate/petrol (3:7) for the elution to give 255 mg of N-(4-acet)'l- 
3-methoxyphenyl)-N'-tert-butyloxa!amide as a white solid. NMR (400 MHz, 
CDCI3) 5: L45 (9H,s), 2.61 (3H,s), 3.96 (3H,s), 7.03 (lH,dd), 7.43 (iH.s), 7.64 
(lH,d), 7.82 (lH,d), 9.47 (lH,s). 

20 v) 320 mg (0.85 mmol) of phenyltrimethylammonium tribromide were added in 
portions over 10 minutes to a stirred solution of 247 mg (0.85 mmol) of N-(4-acetyl- 
3-methoxyphenyl)-N'-tert-butyloxalamide in 5 ml of anhydrous tetrahydrofuran. 
After 15 minutes a further 100 mg (0.26 mmol) of phenyltrimethylammonium 
tribromide were added. The resulting suspension was diluted with diethyl ether, 

25 washed with water and the organic phase was dried over magnesium sulphate. 
Evaporation gave a gum which was chromatographed on silica gel using firstly 0.5% 
methanol in dichloromethane then 1% methanol in dichloromethane for the elution. 
The product was dissolved in diethyl ether/petrol (2:1) and the resulting crystals were 
collected by filtration to give 135 mg of N- [4-(bromoacetyl)-3-methox}'phenyl j -N - 

30 tert-butyloxalamide as a white solid. ^H NMR (400 MHz, CDCI3) 5: 1.44 (9H,s;, 3.99 
(3H,s), 4.61 (2H,s), 7.06 (lH,dd), 7.42 (lH,s), 7.68 (lH,d), 7.93 (lH,d), 9.51 (lH,s). 

Examples 8-1 1 




10 



15 



20 



Example 8 

Tert-butvlf2 -fff3-methox\--4-(5-oxa7.olvnanilino]oxalvl1aminn1-^- 
methvlpropvll carbamate 

77mg (0.87 mmol) of tert-butyl (2-amino-2-methylpropyl)carbamate , 207 mg 
(1.05 mmol) of l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride, 
166 mg (1.08 mmol) of 1 -hydroxy-7-azabenzotriazole and 200 mg (0.76 mmol) of N- 
[3-methox>-4-(5-oxazolyl)phenyl]oxalamic acid were dissolved in 5 ml of 
dichloromethane and 5 ml of dimethylformamide and stirred for 16 hours at room 
temperature. The mixture was then diluted with 50 ml of dichloromethane and 
washed with a 10% solution of citric acid and brine. The organic layer was then dried 
with anhydrous magnesium sulphate, filtered and evaporated to dryness. The residue 
was chromatographed on silica gel using 30% ethyl acetate in hexane for the elution to 
give 165 mg of tert-butyl (2-[[[3-methoxy-4-(5-oxazolyl)anilino]oxalyljammo]-2- 
methylpropyljcarbamate as a yellow solid, 'H NMR (400MHz, d6 DMSO) 5: 1.35 (s. 
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6H), 1.45 (s, 9H), 3.25 (d, 2H), 3.95 (s, 3H), 7.25 (t, IH), 7.55 (s,lH), 7.70 (m, 2H), 
7.80 (s,lH), 8.25 (s, IH), 8.50 (s, IH), 10.8 (s, IH). 



Example 9 

N-(2-Ainino-l,l-dimethvlethvl)-N'-[3-methoy\''4-(5- 
oxazoIvDphenvl] oxalamide trifluoroacetate (1:1) 

26 mg (0.29 mmol) of tert-butyl [2-[ [ [3-methox\'-4-(5- 

oxazolyl)aniIino]oxalyl]amino]-2-methylpropyl]carbaniate was dissolved and stirred 
in 10 ml of a 1:1 mixture of 1,1,1-trifluoroacetic acid and dichloromethane. After 
1 hour the solvent mixture was co-evaporated with toluene three times and 
dichloromethane tw^ce. The resulting gum was then triturated wth 40-60 petroleum 
ether to give 124 mg of N-(2-amino-l,l-dimethyIethyl)-N'-[3-methoxy-4-(5- 
oxazolyOphenyl] oxalamide trifluoroacetate (1:1) as a yellow solid, NMR (400MHz, 
d6 DMSO) 5: 1.40 (s,6H), 3.20 (m,2H), 3.90 (s, 3H), 7,50 (s,lH), 7.60-7.74 (m, 2H), 
7.80 (s, IH), 7.90 (s(br), 3H), 8.30 (s,lH), 8.40 (s,lH), 10.80(s,lH). 

The previously described trifluoroacetic acid salt was partitioned between a 
saturated sodium hydrogencarbonate solution and ethyl acetate. The organic layer 
was then dried with magnesium sulphate, filtered and evaporated to give the free base 
used in Example 10. 

Example 10 

N-(3-Methoxv-4-(5-oxazolvl)phenvl]-N'-[2-(33- 
dimethvlbutvramido)- IJ-dimethvlethvl] oxalamide 

30 mg (0.09 mmol) of N-(2-amino-l,l-dimethyl-ethyl)-K'-(3-methoxy-4- 
oxazol-5-yl-phenyl)-oxalamide, 52 mg (0.45 mmol) of tert-but>^lacetic acid, 86 mg 
(0.45 mmol) of 1 -(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride and 
69 mg of HOAt were dissolved and stirred in 2 ml of dimethylformamide. After 
stirring for 16 hours the mixture was diluted with 10 ml of dichloromethane and 
washed with 10% citric acid solution in water, saturated sodium hydrogen carbonate 
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solution and brine. The organic solution was then dried with solid magnesium 
sulphate, filtered and evaporated to give N-(3-methox>^-4-(5-oxazolyl)phenvlj -N'-;2- 
{3,3-dimethylbutyramido)-l,l-dimethyIethyl]oxalamide as a pale yellow solid, MS: 
m/e 431.3 [M + H]-h 

Example 1 1 

N-f3-Methox^--4-f 5-oxazolvl)phenvI1-N'-f2-f4-methvlbenzvlamino)- 1,1- 
dimethylethvl loxalamide 

30 mg (0.09 mmol) of N-(2-amino- 1 ,1 -dimethyl-ethyl)-N'-(3-methox>'-4- 
oxazolo-yl-phenyl)-oxalamide, 11.3 mg (0.095 mmol) of 4-methylbenzaldehyde and 
30 mg (0.14 mmol) of sodium triacetoxyborohydride were dissolved in 2ml of a 59o 
acetic acid dichloromethane mixture for 16 hours. The reaction mixture was then 
diluted with 8 ml of dichloromethane and washed with water, saturated sodium 
hydrogen carbonate and brine. The resulting organic solution was then dried with 
magnesium sulphate, filtered and evaporated to give N-[3-methoxy-4-( 5- 
oxazolyl)phenyl]-N'-[2-(4-methylbenzylamino)-I,l-dimethylethyl]oxalamide as a 
yellow solid MS: m/e 437.3 [M+H]+. 



Example 12 

2-f [ [3-Methox\^-4-(5-oxa7olvl)anilino]oxalvl1aminol-2-methvlpropionic acid 




A mixture of 161 mg (0.446 mmol) of methyl 2- [ [3-methox\--4-f 5- 
oxazolyl)anilinooxalyl] amino] -2-methylpropionate and 56 mg fl.33 mmol; of 
lithium hydroxide hydrate in 3 ml of methanol and 0.5 ml of water was heated at 50' C 
for 2 hours then diluted with water and washed with diethyl ether. The aqueous phase 
was acidified to pH2 with 2M hydrochloric acid and extracted twice with ethvl acetate. 
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5 The combined organic extracts were dried over magnesium sulphate and evaporated 
to dryness. The residue was chromatographed on silica gel usmg 
dichloromethane/methanol/acetic acid/water (120:15:3:2) for the elution. After 
trituration with ether there w^as obtained 70 mg of 2- [ [ [3-metho\y-4-(5- 
oxazolyl)aniIino]oxalyl]amino]-2-meth\'lpropionic acid as a white solid. MS: m^e 
10 247.9 [M + H]\ 

Example 13 

N- f 3-Methox-v-4-(5-oxa2olvl)phenvl ]-K-\ 1 -methvl- 1 - 
15 (phenvlcarbamovnethvHoxalamide 




CONHPh 



20 A solution of 30 mg (0.086 mmol) of 2-[ [ [3-methoxy-4-(5- 

oxazolyl)anilmo]oxalyl]amino]-2-methylpropionic acid, 16 mg (0T72 mmol) of 
aniline, 18 mg (0.132 mmol) of l-hydrox\'-7-azabenzotriazole and 25 mg 
(0.131 mmol) of l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride in 
2 ml of dimethylformamide was stirred at room temperature for 18 hours then diluted 

25 with ethyl acetate and washed w^th 2M hydrochloric acid and saturated sodium 
bicarbonate. The organic phase was dried over magnesium sulphate and after 
evaporation the residue was triturated with diethyl ether and collected by tlltration to 
give 20 mg of N-[3-methox7-4-(5-oxazolyl iphenyl j -X'- 1 1 - methvl - ] - 

(phenylcarbamoyl)ethyl]oxalamide as a white solid, MS: m/e 423.0 [M + H^\ 

30 

Example 14 

N-[3'Methoxv-4-( 5-oxazolvl)phenvl1-N'-[ 1 -methvl- 1 - 
( methvlcarbamovl )ethvl I oxalamide 



35 
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NHOCCONH/^COoH 



X, 



MeNH^ 
.HCI 



E DAC 

HOAt 

NEM 




NHOCCONH^CONHMe 



A mixture of 30 mg (0.086 mmol ) of 2- [ [ [ 3-metho\-v--4-( 5- 
oxazolyl)aniIino]oxalyl]amino]-2-methylpropionic acid, 12 mg (0.178 mmol ) of 
methylaminc hydrochloride, 18 mg (0.132 mmolj of 1 -hydrox>--7-azabenzotriazole, 

10 25 mg (0.131 mmol) of l-(3-dimethylaminopropyl)-3-ethylcarbodiimide 
hydrochloride and 22 mg (0.218 mmol) of triethylamme m 2 ml of 
dimethylformamide was stirred at room temperature for 18 hours then diluted with 
ethyl acetate and washed with 2M hydrochloric acid and saturated sodium 
bicarbonate. The organic solution was dried over magnesium sulphate, evaporated to 

15 dr> mess and the residue chromatographed on silica uel usini: 
dichloromethane/methanol (24:1) for the elution. After trituration with ether there 
was obtained 17 mg of N- [3-methox\-4-f 5-oxazolyl)phenyl j -N'- ; ] -me:h vi - ] - 
(methylcarbamoyl)ethyl]oxalamide as a white solid. MS: m/e 361.0 [M-H ^ 



20 Example 15 



2- ! ! 3-Metho\^'-4-(5-oxazolvl)anilino]oxalvl laminolphenvl iacetic acid 
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A solution of 740 mg (1.81 mmol) of methyl 2-[3-[ [ [3-methoxy-4-(5- 
oxazolyl)anilino]oxalyl]amino]phenyljacetate and 152 mg (3.62 mmol) of lithium 
hydroxide hydrate in 10 ml of methanol, 10 ml of 1,4-dioxane and 5 ml of water was 
stirred at room temperature for 18 hours. The solvent was removed hy evaporation 
and the residue dissolved in water. The aqueous solution was washed with diethvl 
ether and acidified with citric acid solution. The solid w^hich precipitated was 
collected by filtration and washed with water, ethanol and diethyl ether to give 414 mg 
of 2- [3- [[[3-methoxA^-4-(5-oxazolyl)anilino]oxalyI] amino] phenyl] acetic acid as a 
white solid. MS: m/e 396.0 [M+H]^ 



5 Example 16 
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N-: 3'Methox\'-4-i 5-()xa7olvl ) phenyl ' - N'- ' 3- 1 f phenvlcarbam(n-l ■meth\-r 
phenvlloxalamide 




A solution of 30 mg (0.076 mmol) of 2- [ 3- [ [ [ 3-methoxv-4-( 5- 
oxazolyl)anilino]oxalyl]amino]phenyl]acetic acid and 1 1 mg (0.096 mmol; of N- 
ethylmorpholine in 1 ml of dimethylformamide was cooled to 0°C and a solution of 

13 12 mg (0.088 mmol) of isobutyl chloroformate in 1ml of dichloromethane wa.s 
added. The resulting mixture was stirred for 30 minutes at O^'C then a solution of 
7 mg (0.075 mmol) of anilme in 1 ml of dichloromethane was added and stirring wa^ 
continued for a further hour at O^'C. After 18 hours at room temperature the mixture 
was evaporated to dryness and the residue chromatographed on silica gel umpj 

20 dichloromethane/methanol (19:1) for the elution. There was obtained 3 n:g of N- 3- 
methox>'-4-( 5-oxazolyl)phenyl] - K' - [3 - [ ( phenylcarbamovl jmeth\'l j phenvl ' oxalam id^. 
a.s a white solid MS: m/e 471.0 [^l-rHj^ 
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5 Example 17 

N- f3-Methox\^-4-(5-oxa/ol\-riphen\'r-N'-^'^-' ( methvlcarbamovDmethvH 
phen\-l I oxalamide 




A mixture of 30 mg (0.076 mmol) of 2- [3- [ [ [3-methoxT-4-(5- 
oxazoIyl)anilino]oxalyl]amino]phenyl]acetic acid, 22 mg (0.115 mmol) of l-(3- 
dimethylaminopropyl)-3-ethylacrbodiimide hydrochloride, 14 mg (0.092 mmol) of 1- 

15 hydro>ry'benzotriazole hydrate, 26 mg (0.385 mmol) of methylamine hydrochloride 
and 52 mg (0.452 mmol) of N-ethylmorpholine in 1 ml of dimethylformamide was 
stirred at room temperature for 18 hours. The solvent was removed by evaporation 
and the residue chromatographed on silica gel using dichloromethane'methanol 
(1:19) for the elution. There w^as obtained 15 mg of N- [3-methox\ -4 - 1 5- 

20 oxazolyljphenyl]-N'- [3- [(methyl carbamoyl )methyl] phenyl] oxalamide as a \^hitc 
soHd. MS: m/e 409 [M + H]". 
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5 Example 18 

N-(3-Amino phenvl )-N'-f3-rTietho>rv--4-(5-oxa7olvl)phenvl loxalamide trifluoroacetate 




20 mg (0.043 mmol) of tert-butyl [3- [ [ [3-methoxy-4-(5-oxazolyl) 
anilino]oxalyl]amino]phenyl]carbamate were dissolved in a mixture of 1 ml of 
dichloromethane and 1 ml of trifluoroacetic acid at room temperature for 10 minutes. 
The solvent was removed by evaporation and the residue triturated with diethyl ether. 
15 The resulting solid was collected by filtration to give 18 mg of N-(3-aminophenvl)-N'- 
[3-methoxy-4-(5-oxazolyl)phenyl]oxalamide trifluoroacetate as a white solid. MS: 
m/e 394.0 [M+H+MeCN]\ 

Example 19 

20 

N-[3-(Benzamido)phenvl1-N'-[3-methox^-4-(5-oxazolvl )phenvl 1 oxalamide 




.TFA 



25 
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5 A mixture of 30 mg (0.064 mmol) of N-(3-aminophenyl)-N'-[3-metho\y-4- 

(5-oxazolyl)phen\i]oxalamide trifluoroacetate, 9 mg (0.074 mmol) of benzoic acid, 
15 mg (0.078 mmol) of 1 -(3-dimethylaminopropyl)-3-ethylcarbodiimide 
hydrochloride, 15 mg (0.096 mmol) of 1-hydroxybenzotriazole hydrate and 22 mg 
(0.19 mmol) of N-eth)'lmorpholine m 0.5 ml of dimethylformamide was stirred at 

10 room temperature for 18 hours then diluted with ethyl acetate and washed with 109o 
citric acid solution, saturated sodium bicarbonate and water. The organic phase was 
dried over magnesium sulphate, evaporated to dryness and the residue 
chromatographed on silica gel using dichloromethane/methanol (19:1) for the 
elution. There was obtained after trituration with diethyl ether/petrol (1:1). 12 mg of 

15 N-[3-(benzamidophenyl]-N'-[3-methox>'-4-(5-oxazolyl)phenyl]oxalamide as a white 
solid. MS: m/e 457.0 [M+H]\ 

Example 20 

20 N-[3-(Methanesulphonamido)phenvI1-N'-f3-methoxv--4-(5-oxazolvl) 
phenyl] oxalamide 




.TFA 

25 

12 mg (0.011 mmol) of methanesulphonyl chloride were added to a solution 
of 50 mg (0.011 mmol) of N-(3-aminophenyI)-N'-[3-methox\ -4-( 5- 
oxazolyI)phenyl]oxalamide trifluoroacetate and 32 mg (0.317 mmol) of triethylamine 
in 0.5 ml of dimethylformamide. The resulting solution was left at room temperature 

30 for 18 hours then diluted with ethyl acetate and washed with 10*^U) citric acid solution, 
saturated sodium bicarbonate and water. The organic phase was dried over 
magnesium sulphate, evaporated to dryness and the residue chromatographed on 
silica gel using ethyl acetate/petrol (1:1) for the elution. There was obtamcd 5 mg of 
N - [3-(methanesulphonamido)phenyl] -N' - [3-methoxy-4-(5- 

35 oxazolyl)phenyl]oxalamide as a white solid. MS: m/e 431.0 [M + Hp. 
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Example 2 1 

N-[2-f4-Aminophenvl)-l,l-dimethvlethvll-N'-[3-methox\'-4-(5- 
oxazolvl )phenvl]oxalamide 




A mixture of 44 mg (0,1 mmol) of N- [3-methoxy-4-(5-oxazolyl)phenvl J-N - 
[l,l-dimethyi-2-(4-nitrophenyl)ethyl]oxalamide and 90 mg (0.5 mmol) of tinnii 
chloride were stirred and heated at 85^C m 2 ml of ethanol and 1 ml of 1,4-dioxane 
for 5 hours. The resulting solution was cooled, diluted with ethyl acetate and washed 
with 2M sodium hydroxide. The organic phase was dried over magnesium su!rha:c, 
evaporated to dryness and the residue chromatographed on silica gel usin- cth.; 
acetate/petrol (2:1) for the elution. After trituration with petrol there was obiamcd 
3img of N-[2-(4-aminophenyl)-M-dimeth\^lethyl]-N'-[3-methoxy-4-' 5-(>xa/()l\: 
phenyljoxalamide as a white solid. MS: m/e 409 [M + H]". 
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5 Example 22 

N-f2-f4-Benzamidophenvl)-L]-dimethvlethv]1-N'-[3-methoxA'-4-(5- 
oxazolvl )phenvl] oxalamide 




A mixture of 30 mg (0.074 mmol) of N-[2-(4-ammophenyl)-l,l- 
dimethylethyl]-N'-[3-methoxy-4-(5-oxazolyI)phenyI]oxalamide, 10 mg (0.082 mmol) 

15 of benzoic acid, 14 mg (0.092 mmol) of l-hydroxybenzotriazole hydrate, 21 mg 
(0.11 mmol) of l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride and 
18 mg (0.16 mmol) of N-ethylmorphoIine in 2 ml of dichloromethane was stirred at 
room temperature for 18 hours then diluted with dichloromethane and washed with 
2M hydrochloric acid and saturated sodium bicarbonate. The organic phase was 

20 dried over magnesium sulphate, evaporated to dryness and the residue 
chromatographed on silica gel using ethyl acetate/petrol (2:1) for the elution. There 
was obtained 9 mg of N-[2-(4-benzamidophenyl)-l,l-dimethylethyl]-N'-[3-methox^•- 
4-(5-oxazolylJphenyl]oxalamide as a white solid. MS: m/e 513 [M + H]^. 
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5 Example 23 

N-f2-(4-Acetamidophenvl)-l J -dImethvlethvl^N^-^^-methoxv-4-[ 5-oxa7(Mvl)phenvl^ 
oxalamide 




A mixture of 30 mg (0.074 mmol) of N-[2-{4-aminophenyl)-l,l- 
dimethylethyl]-N'-[3-methox\-4-(5-oxazolyl)phenyl]oxaIamide, 8 mg (0.078 m.m.ol) 
of acetic anhydride and 17 mg (0.15 mmol) of N-ethylmorpholine in 1ml of 
15 dichloromethane was stirred at room temperature for 2 hours. The solvent was 
removed by evaporation and the residue triturated with diethyl ether and collected bv 
filtration to give 14 mg of N- [2-(4-acetamidophenvl )- M -dimethylethvl^ -N - ; 3- 
methox7-4-(5-oxazolyl ) phenyl]oxalamide as a white solid. MS: m/e 451 [M-H ' ^ . 

20 Example 24 

N2-f [3-Methox^--4-f 5-oxa/olvl )anilino'Oxalvl]-Nl,3-dimethvl-L-valinamide 
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5 290 mg (0,75 mmol) of N-[ [3-methox7-4-( 5-oxazolyl)anilinoioxal\'l] -3- 

methyl-L-valine methyl ester in 3 ml of methanol and 1 ml of IM aqueous sodium 
hydroxide were warmed gently and the resulting soluticm left at room temperature for 
18 hours. The mixture was diluted with water, washed with diethyl ether and the 
aqueous phase acidified with 2M hydrochloric acid. The solution was extracted with 
10 ethyl acetate and the organic phase dried over magnesium sulphate, evaporated to 
dryness and the residue chromatographed on silica gel using ethyl acetate/acetic acid 
(99:1) for the elution. After trituration with diethyl ether there was obtained 110 mg 
of N2 - [ [3-methoxy-4-(5-oxazolyl)anilino]oxalyl]-Nl ,3-dimethyl-L-valinamide as a 
white solid. MS: m/e 376.0 [M-hH]\ 

15 

Example 25 

Tert-butvl f3-f f f4-(5-oxazolvl)anilino1oxalvl]amino]benzvl]carbamate 




In an analogous manner to that described in Example 1 but replacing 3- 
methox}'-4-(5-oxazolyl)aniline with 4-( 5-oxazolyl)aniline and N-tert-buU'loxalamic 
acid with N - [3- [( tert-butoxy for mamido jmeth\^lj phenyl joxamic acid there was 
25 obtained tert-butyl [3-1 [ [4-( 5-oxazolyl lanilino j oxalylj amino]benzyl [carbamate as a 
white solid. 'H NMR (400 MHz, DMSO) 6: 1.4 ^9H,s), 4.1 (2H,d), 7.02 ( lH,d^ 7.32 
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5 (lH,t), 7.40 (lH,t), 7.63 {lH,s), 7.69 (lH,d), 7.70-7.79 (3H,m, 7.97 (2H,d), 8.43 
flH,s), 10.82 f lH,s), 10.99 f lH,s). 



The starting material was prepared as follows: 

10 i) 586 mg (4.78 mmol) of methyl oxalyl chloride were added to a solution of 1 g 

(4.5 mmol) of tert-butyl (3-aminobenzyl)carbamate and 508 mg (5.03 mmol j 
of triethylamine in 10 ml of dichloromethane. The resulting solution was 
stirred at room temperature for 30 minutes then washed with 5% citric acid 
solution and saturated sodium bicarbonate. The organic phase was dried over 

15 magnesium sulphate and the solvent removed by evaporation to give 1.5 g of 

methyl N-[3-[(tert-butox\formamido)methyljphenyI]oxamate as a viscous 
gum. *H NMR (400 MHz, CDCh) 5: 1.43 (9H,s), 3.96 (3H,s), 4.31 (2H,d) 4.9- 
5.0 (br.s, IH), 7.11 (lH,d), 7.33 (lH,t), 7.51 (lH,s), 7.52 (lH,d), 8.86 (br.s. 
IH). 

20 

ii) A mixture of 1.232 g (4 mmol) of methyl N- [3-[ (tert-butoxy 
formamido)methyl] phenyljoxamate and 0.24 g (6 mmol) of sodium hydroxide in 
15 ml of methanol/water (2:1) was stirred at room temperature for 2 hours. The 
solvent was removed by evaporation and the residue dissolved in water and dieth\'l 

25 ether. The aqueous layer was acidified with citric acid and washed twice with ethvl 
acetate. The combined organic solutions were dried over magnesium sulphate and 
the solvent removed by evaporation to give 670 mg of N-[3- (tert- 
butoxyformamido)methyl] phenyljoxamic acid as a white solid. NMR (400 MHz, 
DMSO) 5: 1.48 (9H,s), 4.17 (2H,d), 7.09 (lH,d), 7.36 (lH,t), 7.49 (IH, t , 7.64 

30 (lH,d), 7.74 (lH,s), 10.75 (lH,s). 
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5 Example 26 

Tert-butvl ' 2 - ' ' ^ - f 5-oxazolvl janilino loxalvlj amino ^ben/vl' carbamate 




NHBoc 
10 

In an analogous manner to that described in Example 25 but replacing N-[3- 
[ ( tert-buto\yformamido)methyl] phenyl joxamic acid with N - [2 - [ tert- 
butoxyformamido)methyl]phenyl]oxamic acid there was obtained tert-bur\'l [2-[[[4- 
{5-oxazolyl)anilino]oxalyl]amino]benzyl]carbamate as a white solid MS: m/e 437.0 
15 [M-rHj\ 

Example 27 

Tert-but\d \4-[[ [4-(5-oxazolyl)anilino1oxalyl] amino] benzyl] carbamate 

20 




EDAC 



NHOCCO2H 




NHBoc 



In an analogous manner to that described in Example 25 but replacing N-[3- 
! ( tert-butoxyformamido) methyl; phenyl ] oxamic acid with N - J4 - ' tert- 

25 butoxvformamido) methyl]phenyl]oxamic acid there was obtained tert-butvl [4-; i|4- 




( 5-oxazolyl)anilino]oxalyl]amino]benzyl]carbamate as a white solid. MS: m/e 436.6 



In an analogous manner to that described in Example 1 but replacing 3- 
methox\'-4-(5-oxazolyl)aniline with 4-(5-oxazolyl)aniline there was obtained K-tert- 
butyl-K'- [4-(5-oxazolyl)phenyl]oxalamide as a pale yellow solid. MS: m/e 329.0 
[M-H-MeCXr- 

Example 29 

K- [ 3-i Aminomethvlphenvl] -K'- [4-(5-oxazolvl)phenvll oxalamide trifluoroacetate 



Example 28 



N'-Tert-butvl-K' - 14- 'S-oxazolynphenyl] oxalamide 






NHOCCON 




NHBoc 



TFA 




o 



NHOCCON 




NH, 



.TFA 
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5 

In an analogous manner to that described in Example 3 but replacing tert- 
butyl [3- [ [ [3-methox:v'-4-(5-oxazolyl)anilino]oxalyl] amino J benzyl] carbamate with 
tert-butyl [3-[ [ [4-(5-oxazolyl)oxalyl]amino]benzvr carbamate there was obtained N- 
|3-( aminomethylphenyl] -K'-[4-(5-oxazo!yl)phen\i oxalamide trifluoroacetate as a 
10 white solid. MS: m/e 336 [M]\ 

Examples 30-196 

In a manner analogous to that described m Example 1, starting with N-[3- 
15 methox7-4-(5-oxazoyl)phenyl oxalamic acid (prepared as described in Example 1, 
parts (i) and (ii)) and the appropriate amine the compounds shown in Table 3 were 
also prepared: 

Table 3 

20 



Example 


Structure 


MS{ES) 


30. 




338.0 


31. 




362.9 


32. 


C o 


395.0 


33. 




352.0 


34. 




466 
(\r;HI; 


35. 


o , 

C ' 


352.0 



74 



36. 


, — ~- 0 

( \ I ! 

c 


330.0 


37. 




275.9 

1 


38. 


, fx 


1 

1 

344.0 


39. 




352.9 


40. 


O- — i" 




41. 




358.^ 


42. 




342.^ 


43. 


N-N P ; 


341.^^ ; 


44. 




338.^' 


45. 




327.9 


46. 


"^-^ 0 


380.0 ! 


47. 


! N 


332. fj i 



75 



48. 




374.0 


49. 


■ N 


362.0 


50. 


1 N 


317.9 


51. 




332.0 


52. 


c ^ ^ 

CI T N 


361.0 




'-'^rr^ c o 
o 

1 


389.9 


54. 


0 


328.0 


55. 




346.0 


56. 


h 

'.'^ r,; 


289.9 


57. 


0 


318.0 


58. 


0 


304.0 


59. 


'^^^"'^ c 

0 ' 


333.9 



76 



60. 




394.0 


61. 


o 


439 
(.\r;EI) 


62. 




386 
(Nr;EI) 






304.0 




0 


353.2 


or). 




360.2 


66. 


O^^^V^^ o 

■ (.! 
r.- — ' 


316.2 


67. 




412.2 


b8. 


: ^ 

N ■ 

1 ' 1' ■ ' 


1 
1 

345.8 


69. 


r, 

1 ^ ^ " 

■ 1^ 

r. — ^ 


362.4 


70. 


0 

.'"^ O 

Il l' 

!■ 


334.2 



77 



71, 


0 


348.0 


72. 


C N" " - 

< 1 

N' — ^ 


340.0 


73. 


C 

■ . 1, 


345.8 


74. 


! ^ 

'J 


346.0 




c s -^^ 


346.8 


76. 


'■■ J 


395.8 


77. 


\ J 

N 


332.4 


78, 




332.4 


79. 


1 

o - c 

■ l, 

N — " 


316.2 


80. 


! P 


344.0 


81. 


c 

- ~N 

0^ - > c 

N- — 


317.8 


82. 


1 i 

/■ 

N ' 


328.2 



78 



83. 


c 

i- 


332.4 


84. 


! C 

^C-^^--^.- o 

N' — 


334.2 


85. 


( 


334.2 


86. 


n' 

C _ o 

'■^ \ 


339.2 


87. 


c ^ 


344.8 


88. 


' 1 

■A 1, 

N ■ 


348.0 


89. 


i f 

1 i r ^ 

\ If 

N — 


359.2 


90. 


c 


358.2 


91. 


C -N 


366.2 




c 

C ^' 

C ■ 


1 
1 

1 

389.4 


93. 


1 '"^ 

V, 


1 

1 

1 

306.2 : 


94. 


c 

> ■ - - >r 

i 1 


319.8 



79 



95. 


0 


438.0 


96. 


«> 

C ■ .N. ^ 

<^ ■ ' 


504.2 


97. 


0 

c 

c- - '^•-^ ■ ' ■ ' 
c.^, ■ .■ c 
N — 


374.0 


98. 


N- — 


299.8 


99. 


N- — ■ 


302.2 


100. 


\ 1: 

N 


316.2 


101. 




372.0 


102. 


0 

N- — ' 


3 1 <J X 


103. 


N 


332.4 


104. 


; ^ 

^ T ' ^ 


332.4 


105. 


.c 

c 

0. • - 0 


336.6 


106. 


c 

T ""^ " 

N' — ■ 


342.0 



80 



107. 


r " ■ 

N — ' 


308.0 


lUh. 


Q 


345.8 


109. 


i p ^ ^ " 


402.0 


110. 


< 7: 


405.2 


111. 


1 ?i 

<^ 


356.0 


112. 


c 

N 


358.2 


113. 


( 

— 


358.2 


114. 




359.2 

i 

i 


115. 


! f 


374.0 


116. 


\ 1' 
rj ^ 


372.0 : 
1 

1 


117. 




389.2 


118. 




389.4 


119. 


C. ^ 


276.0 
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120. 


c 

.N ^ ^ ' 

\ 

f , — " 


394 
(Nr;El) 


121. 


c 

0. - -N^ , ■ ' 


378.4 


122. 




428 
(Nr;EI) 


123. 


1 

n — 


435.2 


124. 


o c-': 

c y 


357.2 


125. 


! P : 

V. — 


358.2 


126. 


1 C ■ > 
0 ^^^^ ^--f^-^ ' 

■I 


358.2 


127. 


N 


360.2 


128. 




378.4 


129. 




377.4 




^ ^ N 

< 


378.4 


131. 


<. i 


423 



82 



132. 


o .---^^ 


i 

389.4 


133. 


c 


i 

338.2 


134. 


O 

c ^ ^ ,N „^ "^ r' ' ^ 


363.4 


135. 


c - " , 
---^ ^ r, ^- F 


356 


136. 


' T ^ ^ 


370 


137. 


^ J 


371.8 


138. 


0^ /N, >^ 

^: rj "CI 

■. 1; 


406.2 


139. 


C' ^ 

0. / .N^ --^ 

- N ^ CI 


i 

402.2 \ 


140. 


1 C- 

•r- N - -CI 


386.2 

j 

i 


141. 




406.2 


142. 


0 

- . ■ o c* 


383.2 


143. 




384 



83 



144. 


1 O ' ^ 

i 


380.2 


145. 


[ c ' 


406.2 


146. 


i 0 


366.2 


147. 




366.2 


148. 




368.2 


149. 




356 


150. 


^ J 


371.8 


151. 




395 


152. 


o 

• I' 


383.2 


153. 


1 

* J 


409.4 


154. 


c^^^ o 

V li 


380.8 


155. 




368.2 



84 



156. 


< _l 

N 


424.2 


157. 


c ^ o 


354.2 


158. 


o . o 

o ^^-^^^^ 6 


380.2 


159. 


c ^■'y " 

0 ^ c 


352.4 


160. 




377.4 


161. 


1 p r"^^"^^ 

1 ^ ^ 
o^^-^ o 

< T 


— 1 

368.2 


162. 


■.J 


395 


163. 


O^^v^--- o o 


457.4 

1 


164. 


1 0 ^ 


396 


165. 


V i; 


424 

1 


166. 


Cv V.N 

c.. o 

\- i ' 


434.2 


167. 




395 



85 



168. 


o 

0 ^ o 


416.4 


169. 


C ^ 

o^.-^--^ o o ^ 


417.4 


170. 




378.4 


1 7 1 
1 / 1 . 


^ ' rg 


379.2 


172. 




405.2 


173. 




428.8 


1 '7 A 
1/4. 


^ n ^ 
o ^ 

c il 


396 


175. 




406.2 


176. 


G 


406.2 


177. 




394.2 


178. 


o- 

< 


407 



86 



179. 




507.2 


180. 


c ^ 
0^,--^ O 0 

( . 


473.2 

1 


181. 


r. 


451.2 


182. 


C-^ c 
N 


405.2 


183. 




426 


184. 




459.2 


185. 




420.2 


186. 


O ' 


409.4 


i o / . 


- ^ . N . 

c ^ ' "V, 


! 

485.4 


188. 


C r 

C.^ ' c 


! 

471.6 


189. 


c 

(, . 


j 

487.: 



87 



190. 


1 > 


437.2 


191. 


0 


409.4 


192. 


o 


445.2 


193. 


o 

0-^-^^ o 


464 



Examples 194- 214 

In a manner analogous to that described in Example 4, starting with N-[3- 
10 (aminomethyl)phenyl]-N'-[3-methoxy-4-(5-(oxazolyl)phenyI]oxalamide 

trifluoroacetate (prepared as descibed in Example 3) and the appropriate carboxylic 
acid derivative the compounds shown in Table 5 also were prepared: 



Table 5 



Example 


Structure 


MS(ES) 


194. 




409.1 


195. 




453.0 


196. 


1 d 


445.0 



88 



197. 


. ' ' s^- ^ 

1 " 

c 

! ■ ^ 


481.0 


198. 


C - ^ ■ . 


435.1 


199. 


C^^ ■ . "■' C Z 

N 


449.1 


200. 


. " ""^ . " - -'x 


451.2 


201. 


C \ — " 


460.0 


202. 




461.1 


203. 




461.(1 


204. 




4M.f> 


205. 




4^^5.: 


206. 




4-2.1 ; 

! 

i 


207. 




4-;.(. 



89 



208. 


C s '' ■ 


473.0 


209. 


c ^' s -■■ ~ 
r . - . N ^ - - , N ■ . 

--v.- -f^- ^- ■' 


477.0 


210. 




477.0 


211. 


c 

^C-..^-*-^- C C ' J 


477.2 


212. 




477.2 


213. 




485.1 


214. 


<. '■ 

s — 


485.2 



Examples 215 - 301 



In a manner analogous to that described in Example 10, starting with \-[2- 
amino- l,l-dimethylethyl)-N'-(3-methoxy-4-oxazol-5-ylphenyl)oxalamide ( prepared 
10 as described in Example 9) and the appropriate carboxylic acid the compounds shown 
in table 4 w^ere also prepared: 
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5 Table 4 



Example 


Structure 


MSiES) 


215. 


s — 


401.0 


216. 


N — ' 


415.0 


217. 


C 

_ ■ - C C 

N— - 


417.0 


218. 


C N 


426.0 


219. 


- r ^ ^ ^ 

H — 


427.0 


220. 


^- ' c c 

^ \ 

N ' 


427.0 


22 1 


c c 
c . 0 : 


1 
1 

43:.(i ! 

i 

f 


222. 


; O N 

C, - ..N,^ ,N ,.-> 


i 

43.s.ri 


? "» ^ 


C ^ - . N N 


438.0 


224. 


c . _ ^ ^ . ^ ^ / ^ ^ 

c c 


439.0 


225. 




443.0 



91 



226. 




443.0 


227. 


^ - - ^ O c 


443.1 


228. 


c 

C - .X, 

.^^ c 

N- — 


443.1 


229. 


! C . 


451.0 


230. 


c , . 

N — ' 


451.0 


231. 


N- — ' 


457.1 


232. 


1 P ■ \ " 

N- ' 


462.0 


233. 


c 

' J 


4S2.0 

j 


234. 


0 . ,N, -c:-.. 
N — ' 


428.0 j 

i 


235.' 


i ? 

/ f 

N — ' 


429.1 


236. 




431.0 
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237. 


c 


440.0 


238. 




445.0 


239. 


C. ^ ^ - ^ ^.-^ . 

N ■ ■ ' - ' ' ■ C 


455.0 


240. 


G 

- - ' - ' >, ' 
C - . ■ C C; 


455.0 


241. 


N — ' 


457.1 


242 


\- ■'' 

N 


467.1 


243. 


N 


471.0 


244. 


C ^, r, ' -N - .. 


471.0 


245. 


C '.^ - ^ . ' .r. 


471.0 


246. 




482.0 


247. 




487.1 



93 





; C , , s ^ ' ■ 

,N. ,N ' 

V. > ^ -w- \, 


476.1 


249. 


c , : 


477.1 


250. 


< 

u — 


479.1 


251, 


O , ' -'-"^^ 

c c 

\^ 

N — " 


479.1 


252. 




480.1 


J. — ' —> . 


N ■ 


480.1 


254. 




431.1 


255. 


c 


! 

443.0 


256. 


C 

0^ c : 


444.1- 


257. 


1 ^ ■ ' 


444.0 


258. 1 c 


487.1 



94 





C - . ^ ' ^. . - 


505.1 


260. 


c 


463.0 


261. 


N- — 


467.1 


262. 


.c , ^- - c : 


472.0 


263. 


C .-^ ,N 
0-^ - J o c 


473.0 


264. 


c 

< , ; 


39 LO 


265. 


' f •■■ 

1 " 


401.0 


266. 


; ^ 

: "n" ' 0' 
^ c : 


! 

405. C.t 1 

j 


267. 


c 

rr — ' 


431.1 


268. 




433.0 


269. 


c , c 


441.0 



95 



270. 


0 . , 

N 


441.0 


271. 




441.0 


272. 


c 

N —"' 


442.0 


273. 




442.0 


274. 


c^.-^.-/ c c 


442.0 


275. 


p-^^^-^.- 0 0 o 

N— ' 


453.0 


276. 


: C' , 

0^ - ^ c c 


453.0 


277. 


! ^ ^ '^■^■'"'^ 

N ■ 


453.0 


278. 


0-^_ ' _ c C 


453.0 


279. 


c ^r, ^ ,N - ,c 


453.0 


280. 


0 ■ 

C C C 


454.0 



96 



281. 




455.0 


282. 






283. 




455.0 

1 

! 

1^ 


284. 




1 

457.0 


285. 


0- ^^.^ ^.N^ .^.^ 


i 
] 

457.0 ; 


286. 


p, — 


457.1 


287. 


c 


457.1 


288. 


_ 

C S 




28y. 




52". 2 


290. 




5o3.(* 

1 



97 



291. 


^ ■■ ^^-v .-^^^ - 

r,- 


487. 0 


292. 


C 

C , .N. 

^ - C G 


4^4.1 


293. 


r, 


494.1 


294. 


O . . ■ ' ■ ' 

C ,h ^. J, 

^ - N- ^--^ - -c 

o . ^ O 0 


49/ . J 


2^')5. 


0^ ^ 0 c 
N — ' 


501.0 


296. 


C , . 


502.1 


297. 


N- 


5Ct5.() 


298. 




i 

5C)5.C' ! 


2V9. 




507.1 


3('0. 1 




462. (J 



9S 



301. 










463.1 
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Examples 302-315 and 438-439: 

In a manner analogous to that described in Example 1 , starting with N- [3-methox\■-4- 
f 5-oxazoyl jphen\'l oxalamic acid, prepared as described m Example 1, partes (i) and 
10 ( ii), and the appropriate amine compounds shown m table Ic were also prepared. 



table Ic 


Name 


Structure 


MS(ES,) 


: Ex No 


N-;3-Methoxy-4-(5- 
oxazolvljphenvl -K -[ 1,1-dimethvl- 
2-(4- 

methylphenvl)ethvl]oxalamide 


G O 


408 


; 302 

i 


N-[l,l-Dimethyl-2-(2- 

methylphenyl)ethylJ-N -[3- 

methox}'-4-(5- 

oxazolyljphenvroxalamide 


n'""~c c' 

c .. , 


408 


303 


N-[3-Methoxy-4-(5- 
oxazolyl)phenyr>N'-[ 1,1-dimethyl- 
2-( 3-pyridyl)ethyl joxalamide 


— C ' ■ - N 

s 


395 


; 304 


N-[3-Methoxy-4-f5- 

oxazolvl jphenvE -N'- [ 1,1-dimethvb 

:-(3- 

methylphenyl) ethyl ]oxalamide 




408 


305 








■s-!3-Methoxy-4-(5- 

oxazolvl) phenyl -X' - [ 1 , 1 -dimethyl - 

2-( 2-thienyl jethvijoxalamide 




400 


306 


N - ^2-1 4-Benzyloxv-phenyl ) - 1 , 1 - 
dimethyl-ethylj -N'-(3-methox^'-4- 
oxazol-5-yi-phenyl)-oxalamide 




500 


^ 307 


'\ - 1 2 - ( 4 - H \'d r ox\' - p h e n \'l i - 1 , 1 - 
dimethvl-ethylj -X'-(3-methox^'-4- 
. c )xazol- 5 -yl- phenyl )-oxalamide 




410 


30S 


, N-( 3-iMethoxv-4-oxazol-5-yl- 
^ phenvl )-N'-!2-(4-methoxy- 
: phenyl ) - 1 >1 -dmiethyl-ethyb - 
oxalamide 




424 


30^^ 



99 



; N-[2-(2-Hydrox>'-phenyl)-M- 
\ dimethyl- ethyl J -N'-( 3- methox}'-4 - 
oxazol -5 -yl- phenyl )-oxalamide 


N 


410 


310 


i N-{l,l-Dimethyl-2-phenyl- 

propyl )-N'-(3-methoxv-4-oxazol- 
■ 5-yl-phenyl)-oxalamide 


~~c c ' 


■ 408 


311 


N-[ 2- (3- Hydroxy- phenyl j-1,1 - 
dimethyl-ethyl] - N'-(3-methoxy-4- 
1 oxazol- 5-yl- phenyl )-oxalamide 




410 


312 


N-(3-MethoxA^-4-oxazol-5-yl- 
phenyl )-N'- [2-(3-methoxy- 
phenyl )- 1,1 -dimethyl -ethyl ]- 
oxalamide 


c 

c ^ 


424 


313 


N- [2- [4-(Cyanomethox}' )phenyl]- 
l,l -dimethylethyl]-N'-[3-methoxy- 
4-(5-oxazolyl)phe^yl]oxalamide 


c c " 


449 


314 


2-[4-[2-[[[3-Methoxy-4-(5- 
oxazolyl )anilino]oxalyl]amino] -2- 
methylpropyl]phenox)']acetic acid 


c 


468 


315 


2-[2-[2-[[[3-Methoxy-4-(5- 
oxazolyl ) aniline ]oxalyl] amino] -2- 
methyIpropyl]phenox)^] acetic acid 




468 


438 


2-[3-[2-i [[3-Methoxy-4-(5- 
oxazolyl )anilino]oxalyl]amino] -2- 
methylpropyl] phenox)^] acetic acid 




468 


439 
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Examples 316-330: 

In a manner analogous to that described in Example 1 1 starting with N-[2-(4- 
1 0 aminophenyl j - 1 ,1 - dimethylethyl]-N' - [3-methoxy-4- ; 5-(3xazolyl)phenyli oxalamide, 
prepared as described in example 21, and the appropriate aldehyde compounds 
shown in table Id were also prepared. 



15 table Id 



Name 



Structure 



MS ES) Ex No 





100 








1 N-[3-Methox>'-4-(5-oxazolyl)phenvl]-N'- 
' [M-dimethyr-2-[4-[(2- 

pyridinyl ) m eth vl a minoj phenyl] ethyl joxala 
■ mide 






500.1 


i 

' 316 


N-[3-Methox7-4-(5-oxazolvl )phenvl]-K'- 
^ [M-dimethyl-2-[4-[(3- 

1 pyridyljmethylamino] phenyl] ethyl] oxalam 
■ ide 


c- 

J c ^ ^ > 
j 


c 


500.1 

1 
j 


317 

j 


N-[2-[4-f2-Furfurylamino)phenyl]-lJ- 
j dimethylethyl]-N'-[3-methox)'-4'-(5- 
ox32olyl)phenyl]oxalamide 


i 

1 




489.1 


1 318 

1 


1 N-[3-i\Iethoxy-4-(5-oxazolyl)phenvI]-N'- 
1 [l,l-Dimethyi-2-[4-{2- 
thenylaminojphenyl] ethyl] oxalamide 




s — 

c 


i 

505.1 


319 


N-[3-Methoxy-4-(5-oxazolyl)phenyl]-N*- 
[l,l-dimethyl-2-[4-(2,2- 
uiniem) ipropyiammo jpnenvl J etnyl J oxala 
i mide 


c - O O' ■ ■ — "■ - ■'■ o 


479.2 


1 

1 320 


N-[2-[4-[(lH-Imida2ol-2- 
)'l ) methylamino ] phenyl ] - 1 , 1 - 
uluitrLiiy icLnyi J - IN - [ j>-nietnoxy-4- ^- 
oxazolvl)phenyl] oxalamide 


1 ,;■ - - - 

( 


489.1 


' 321 

i 


N-[3-Methoxy-4-(5-oxazolyl)phenyl]-N'- 
[l,l-dimethyl-2-[4-[(4- 

P) r iuyi;meinyiaminojpnenyijetnyl Joxalam 
ide 


Cm 

C - ■' C 


' T 


— — 

500.1 


j 3 


N-[3-Methoxy-4-(5-oxazolyl)phenv]]-N'- 
[l>l-dimethyl-2-[4-[{2- 
thiazolyljmethylamino] phenyl] ethyl Joxala 
mide 


1 " " 


50h.l 


1 323 


N-(2-[4-(3-Furfurylamino)phenyl]-l,l- 

dimethylethyl]-N'-[3-methoxy-4-(5- 

oxazolyl)phenyl]oxalamide 


i 


o o - 


48^.1 


■ 324 


N-[2-[4-[5-(Hydroxymethyl)-2- 
fur furylamino ] phenyl ] - 1 , 1 -dimethylethyl ] - 
N'- [3-methox7-4-{5- 
oxazolvl)phenyl]oxalamide 


— — — — f — , 

^ : 5hM 323 


N - [ 2-(4-Benzylamin<:)phenyl}-l ,1 - 
dimeth\'lethyl]-N'-[3-methoxy-4-(5- 
oxazolyl) phenyl Joxalamide 






49^:^.1 


320 


N- 1 2- [4-( 2-Hydroxybenzylamino)phenvl ■ - 
1, 1 -dimethylethyl ]-N'-[ 3-methoxy-4-( 5- 
oxazolyl)phenyl]oxalamide 






515.1 


327 


N - ^ 2 - [4-( 3-Cyanobenz)4ammo)phenyl J - 
1>1 -dimethylethyl ]-N'-[3-methox^^-4- (5- : 
oxazolyl) phenyl Joxalamide 






524.1 


328 



101 



N-[3-Methox>^-4-(5-oxa2olyl)phenyl]-N'- 
[l,l-dimethyr-2-[4-[4-(3- 
pyridyl)benzylamino] phenyl] ethyl ]oxalami 
de 




1 

576.2 

i 


i 329 ' 


N-[2 - [4-(2-Fluorobenzylamino)phenyl] - 
l,l-dimethylethyl]-N'-[3-methox}'-4-{5- 
oxazolvl) phenyl ]oxal amide 




! 517.1 


330 



Examples 331-395; 

In a manner analogous to that described in Example 22 starting from N-[2-(4- 
10 aminophenyl)-l,l-dimethylethyl]-N'-[3-methox7-4- (5- oxazolvl )phenyl]oxalamide, 
prepared as described in example 21, and the appropriate carboxylic acid compounds 
shown in table le were also prepared. 



table le 



Name 


Structure 


MS(ES;i 
(M+H)* 


: Ex No i 

1 ; 


N-[2-[4- 

(Cyclopropylcarboxamido)phenyl]- 

l,l-dimethylethyl]-N'-[3-methoxy-4- 

(5-oxazolyl)phenyl]oxalamide 


CH, o M,r Oh ' - ■^'^ >^ 


477.1 


1 ! 

331 ; 

1 i 
1 ; 


N-[2-[4- 

(Cyclobut)4carboxamido)phenyl]- 
1 ,1 -dimethylethyl] -N'- [3-methox>^-4- 
(5-oxazolyl)phenyl]oxalamide 




491.1 


i ! 

332 : 


N-{3-Methox7-4-(5- 
oxazolyOphenyl] -N'- [ 1 ,1 -dimethyl-2- 
(4-pivalamidophenyl)- 1,1 - 
dimethylethyljoxalamide 


*^ "-^ _ ' -^--^ - ^-^ 


493.1 


333 


N-[3-Methox7-4-(5- 
oxazolyOphenyl] -N'- [ 1 ,1 -dimethyl-2- 
[4-[(lH-pyrrol-2- 

vl )carboxamido] phenyl ]ethvl]oxalami 
de 




502.1 


334 


N-[2-[4-[(2- 

Furyl)carboxamido] phenyl] - 1,1- 
dimethylethyl]-N' - [3-methoxy-4-(5- 
oxazolyl)phenyl]oxalamide 




503.1 


335 


N-[2-[4-[(3- 

FuryDcarboxamido] phenyl] - 1,1- 
dimeth\'lethyl]-N'-[3-methox7-4-(5- 
oxazolyl ) phenyl j oxalamide 




503.1 


336 



102 



1 N-[2-[4-[(lH-Imida2ol-4- 
yl jcarboxamido] phenyl ]- 1 , 1 - 

' dimethylethyl]-N'-[3-methox:y'-4-(5- 
oxazolyI)phenyl]oxalamide 


C C " r o- 
c ^ J« - ^ ^ 




503.1 


337 


, N-[2-[4-[(Tetrahydro-2(RS)- 
furyl)carboxamido]phcnyl]-l,l - 
dimethylethyl]-N'-[3-methox>'-4-(5- 
oxazolyl)phenyl]oxalamide 


c - c " : O" ■ 




507.2 


338 


1 N-[3-Methox\'-4-f5- 

1 oxa2olvl)phenvl]-N'-[ l,l-dimethvl-2- 

1 [4-[(:2- 

pyridyl)carboxamido] phenyl] ethyl] ox 
; alamide 






514.1 


339 


N-[3-Methox\-4-(5- 

oxazolyl )phenyl ] -N'- [ 1 , 1 -dimethvl-2- 

[4-[(4- 

pyridyl )carboxamido ] phenyl] ethyl ] ox 
alamide 


c.,, . c " ~ ^ 


514.1 


' 340 ' 


N-[3-Methoxy-4-(5- 

oxazolvl jphenyl] -N'- [ 1 , 1 -dimethvl-2- 

[4-[(2-' 

thienyl )carboxamido] phenyl] ethyl] ox 
alamide 


5 — 

0 " t O "-^ ' ^ " 


519.1 


341 


N-[3-Methox>-4-(5- 

oxazolyl Jphenyl] -N- [ 1 , 1 -dimethyl-2- 

[4-[(3- 

thienyl )carboxamido]phenyl]ethyl] ox 
alamide 


C" C Hp CH 

<' \ 




519.1 


342 1 


N-[2-[4-(2- 

Lyclopenry4acetamido)phenyl]- 1,1 - 
dimethv^lethvl 1 -V - r3-mprhnv\^-4.-f 
oxazolvl )phenvl ] oxalamide 






519.2 


343 


N-[3-Methox7-4-(5- 

oxazoh'I )phenvl] -N'- [1,1 -dimethvl-2- 

■4-(2-' 

methylbenzamido)phenyl] ethyl joxala 
mide 






527.2 


344 










N-[3-Methox7-4-(5- 

oxazolyl )phenyl J -N'- [ 1 , 1 -dimethvl-2- 






527.2 


34 5 


!4-(4- 

methylbenzamido jphenyl ] ethyl] oxala 
mide 










N-[2-[4- 

1 Cyclohept\'lcarboxamido)phenyl ] - 
M -dmlethylethyl]-K'-[3-methox^'-4- 
| 5- oxazolvl )phenvl] oxalamide 


o- c ^ ; o- ■ 




533.2 


34 h 


N-[2-[4-[(5- 

Isoxazolyl )carboxamido] phenyl] - 1,1- 
dimethylethyl ■-N'-[3-methoxv-4-t 5- 
oxazolyl) phenyl] oxalamide 


j ' r " 




504.1 


347 



103 



N-[2-[4- ! _ ^ - 
(Cyclopentylcarboxamido)phenyl 1 - c".^^ . ^ I 
l,l-dimethylethyl]-N'-[3-methoxy-4- ; - c - ^ 
(5-oxazolyl)phenyl]oxalamide 


1 

\ 505.2 


i 34 S 


1 N-f2-{4-f(Tetrahvdro-3f RS)- 
furyl)carboxamido]phenyll-l,l- ^ - " - " c 
dimethylethyl]-N'-[3-methoxy-4-( 5- 
oxazolvl)phenyl]oxalamide 


■ 507.1 


349 

1 


N-[3-Methox7-4-(5- ; ^ 

oxazolvl)Dhenvll-N'-f 1 1 -dimethvl-^- 

l4-[( l-methyl-lH-pyrrol-2- ' ! =..^J^ ^ 

yl)carboxamido] phenyl] ethvljoxalami 

de ' ' 


! S 1 ^^ 1 

1 


1 ^' ^ u 

1 


N- [3-^Iethox)^-4-(5- 
oxazolyl)phenyl]-N'-(l,l-dlmethyl-2- : r . 
[4-[(l,2,3-thiadiazoI-4- ' ; c^T^^ ; " ^ 
yl)carboxamido)phenyl]ethvl]oxalami ; 

de ' ! 


521.1 




N-[2-[4-(3- i 

Fluoroben2amido)phenylj-l,l- ' 
dimethylethyl]-N'-[3-methoxy-4-(5- ; \ ^ ^ ' 
oxazolvl ) phenyl ]oxalamide 


531.1 


352 


N-[2-[4-(4- 

Fluorobenzamido)phenyll-l,l- ^ ^ ^ J."'/"^. T ' T 
dimethylethyl]-N'-[3-methox7-4-(5- c^^.T ^ " ^ 
oxazolyl)phenyl]oxalamide 


531.1 


353 


N-[2-[4-(2- ! 

Methoxybenzamido)phenyl]-l,l- T ^ k Z^x"^/ ^c''' 
dimethylethyl]-N'-[3-methox7-4-(5- ' .r" " 
oxazolvl) phenyl joxalamide 


543.2 


354 


N-[2-[4-(2- ' 
Chlorobenzamido)phenylj-l,l- i ^ ^ " 
dimethylethyl]-N'- [3-methox>'-4-( 5- 1 ^ ^ ' 
oxazolvl ) phenyl ] oxalamide 


547.1 


35^ ' 

! 


N-l2-[4-(3- _ ^ y 
Chlorobenzamido)phenyI^-l,l- . ^ T T " ' 
dimethylethyl]-N'-[3-methoxy-4-f 5- ^ . - , 
oxazoK^I) phenyl] oxalamide 


547.1 


356 ; 


N-(2-[4-(4- ^ 
Chlorobenzamidolphenyl ^ ^ ' \ 

UllllCLliVlClliVll iN IJ' IIlCLllL'Av H l-' c , - 

oxazolvl iphenvl] oxalamide 


547.1 


357 : 


N-[2-[4-[(lH-lndol-2- 

yl)carboxamido]phenyl]- 1,1 - ^ ^ 
dimethylethyli-N'-[3-methoxy-4- 5- c X " ^ ^ 
oxazolvl ) phenyl] oxalamide 


552.1 


1 

35b ; 


N-[3-Methoxv-4-(5- , :\ 
oxazolvl )phenyl|-N'-l 1 , 1 -dimethvl-2- , - - - ^ - 
l4-f4- ' ' J ■ 


556.1 


' 1 

359 



( dm'iethylamino)benzamido j phen\i c 
thvl i(^xalamide 



104 



i N-[3-NIethox)'-4-(5- 

! oxazolvl)phenvl]-N'-f Ll-dimethvl-^- ■ ' - 
: !4-(3,3- ' 
i dimethyIbutyramido)]phenyI]ethyl]o : 
xal amide 




^ r^i 7 1 




j N-[3-Methoxy-4-(5- 

: oxa2olvl)phenyl]-N'-[ 1,1-dimethvl-^- ' - ^ - 

: [4-[2-( i- ' , :: 






361 


tetrazolyl)acetamido]phenyl]ethyl]ox 
j alamide ' : 




i 




1 N-[3-Methox\^-4-(5- \ 
\ oxazolyl)phenvl]-N'-[ l,l-dimethvl-2- : -1- . 
[4-[(5-oxo-2(S)- ' i ^ 

pyrrolidinyDcarboxamido] phenyl ]eth 
yljoxalamide 




j 

i 
I 




j N-[3-Methox7-4-(5- ; 
1 oxazolvl)phenyl]-N'-(M-dimethvl-2- "^..-.^^ 
{4-[(5-oxo-2(R)- ' 1 ^ 

pyrrolidinyl)carboxamidojphenyl]eth ^ 
yljoxalamide 








j N-13-Methoxy-4-(5- j 
oxazolyl)phenyl]-N'-[l,l-dimethyl-2- r - 

[4-[(2- 1 .:;:rr^'-^^^'^"'^ ^ 

naphthyl)carboxamido]phenyl] ethyl] 
oxalamide 


563.1 


364 


N-12-{4-[(6-Cyano-3- i 
pyridyl )carboxamido] phenyl}- 1,1 - 
dimethylethyl]-N'-[3-methoxy-4-(5- o JC-'T' 
oxazolvDphenvljoxalamide I 




580.1 
(M-i-H- 

/A v_ ' 


365 


N-[2-[4-(3- 

Methoxybenzamido)phenylj-l,l- r_-^ 
dimethv]ethyl]-N'-[3-methoxy-4-{5- ' ^ 
oxazolvljphenvlj oxalamide ; 




543.1 




N-[2-[4-(3,5- ■ 
Difluorobenzamido)phenyl 1- 1,1 - 
dimethylethy]]-K'-[3-methox7-4-(5- | ' ' ' ■ 
oxazoM )phenvl ] oxalamide 




549.1 


3 


N-[2-[4-[(lH-Indol-5- 
\i )carboxamido] phenvl j - 1 , 1 - 
dimethvleth\'i;-N"-[3-methox7-4-f 5- 
c)xazolvl)phenvljoxalamide : 


• 


552.1 


3r^,'^ 


( E;-N - [2 - [4-(2-Butenamido)phenyl]- ; 
l,l-dimethylethyl]-N'-[3-methoxy-4- ' ^ ' 
( 5 -oxa/olvl)phenvll oxalamide 




477.1 


3h9 


N-[2-i4-(2- 

Methox\'acetamido)phenvl !-l,l- , , - 

dimethylethyli-N'-i3-methoxy-4-{5- 

oxazolvl )phenylj oxalamide 




481.2 


37fJ 



105 



N - [3-methox)^-4-(5-oxazolyl)phcnyl] - 
i N'-[l,l-dimethyl-2-[4-[(2-methyl-3- 

furyDcarboxamido] phenyl] ethyl] oxal 
' amide 


C -v^ ..N .^^^^ ^ ^ c ^ 


I 

517.1 : 371 

. 


NM3-Metho\y-4-(5- i ^ ^ [ 

oxa/olyl)phenyl]-N'-[ 1 ,l-dimethyl-2- T ^ -\ c ^ i 518.1 372 
[4-[{5-methyl-4- | ^ . c 

isoxazolyl )carboxamido]phenyl]ethyl] \ "-^ i 
oxalamide 


N-[3-Methox\'-4-(5- 

oxazolyl )phenyl]-N'-[ l,l-dimethyl-2- 

[4-[(3-methyl-4- 

isoxazolyl )carboxamido] phenyl] ethyl] 
oxalamide 


c - c - c ^ ■ ' ""^ ^ 


518.1 ■ 373 

: 

i 


N-[3-Methoxy-4-{5- 

oxazolyl )phenyl] -N'- [ 1 ,1 -dimethyl-2- 

[4-[(5-methyl-3- 

isoxazolyl )carboxamido] phenyl] ethyl] 
oxalamide 




518.1 ^ 374 

i 


N-[3-Methoxy-4-(5- 
oxazolyl Iphenyl] -N- [ 1 , 1 -dimethyl-2- 
[4-[{ l-oxido-3- 
py^idyl)ca^boxamido]phenyl]ethyl]ox 
alamide 




i 

530.1 ' 375 


N-[3-Methoxy-4-(5- 

oxazolyl )phenyl] -N'- [ 1 ,1 -dimethyl-2- 

[4-[(l-oxido-4- 

pyridyDcarboxamido] phenyl] ethyl] ox 
alamide 


Z. .^r><rV^'^" 


530.1 376 


N-[3-Methoxy-4-(5- 

oxazolyl Iphenyl] -N'- [ 1 ,l-dimethyl-2- 

[4-[(4,'5-dimethyl-2- 

furyUcarboxamido] phenyl] ethyl] oxal 

amide 




531.1 37- 


N-[3-Methox\^-4-(5- 

oxazolyl )phenyl]-N'-[ 1, 1 -dimethyl- 2- 

[4-[(2/5-dimethyl-2H-pyrazol-3- 

yl )carboxamido ] phenyl] - 1,1 - 

dimethylethyl] oxalamide 


--^ 


531.1 


N-[3-Methoxy-4-(5- 

oxazolyl )phenyl] -N'- [ 1 ,1 -dimethyl-2- 

[4-[(3-methyl-2- 

thienyl )carboxamido] phenyl] ethyl] ox 
alamide 


s — j 

r . - 533.1 37^ 

■ 

! 


N-[3-Methoxy-4-(5- ■ r . , , 
oxazolvl)phenvl]-N'-[M-dimethvl-2- TT^"''"^ ' " ' 533.1 3S 
l4-[2-(3- ^ ^ : ^ ^ ; 

\ thienyl )acetamido]phenyliethyl]oxala 1 

i midc 



106 



; N-[3-Methoxy-4-(5- ; 
! oxazoIyl)phenvl]-N'-[ l,l-dimethvl-2- 1 ^ 
[4-[(4-methyl-2- ' 1 " ■ ^ ' 

thienyljcarboxamido] phenyl jethvlj ox , " 
alamide 


533.1 


381 


■ rs-[3-Methox')'-4-(D- 

1 oxazolyl)phenyI]-N'-[ l,l-dimethvl-2- 

, [4-[(4-methyI-l,2,3-thiadiazol-5-' 

j yl)carboxamido]phenvI]ethvljoxaIami 

^ de ' ' 


1 c- c - r o- " - ■ 

1 c,^ --"-^ ^.^ ^ ^ 


i 535 


j 382 


I N-[2-[4-(4- 

Acctamidobenzamido)phenyl] - 1,1- 
j dimethylethyl]-N'-[3-methox>^-4-(5- 
1 oxazolyOphenyljoxalamide 




570.1 


I 383 

i 
1 


j NM2-[4-(3,4- 

1 Dimethox>^benzamido)phenyl] - 1,1- 
dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyl)phenyl]oxalamide 




573.1 


j 384 

1 


; N-[2-[4-(4-Chloro-2- 

i methoxybenzamido)phenyl ] - 1 , 1 - 

dimethylethyl]-N'-[3-methoxy-4-(5- 

oxazolyl)phenyl]oxalamide 




578.2 


] 385 


N-[2-[4-(2,6- 

Dichlorobenzamido )phenyl ] - 1 , 1 - 
dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyl )phenyl] oxalamide 




581 


I 

386 ; 

1 


rs-[2-[4- [(bicyclo[ 4.2.0 Jocta- 1(b), 2,4- 
triene-7( RS)- 

yl)carboxamido] phenyl] - 1,1- 
dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyl )phenyl] oxalamide 


. ^ " - " : 


539.1 


387 


N-[3-Methoxy-4-{5- 

oxazolyl jphcnyl] -K'- [ 1 , 1 -dimethvl-2- 

[4-(2-oxo-2- ' ! 

phenylacetamido)phenyl] ethyl ]oxala 
mide ! 




541.1 388 


N-[2-{4-[2-(2- ! 
Fluorophen\'I)acetamido] phenyl] - 1,1- 1 
dimethylethyl]-N'-[3-methox>'-4-{5- i 
oxazolvl )phenyl] oxalamide 




545 


38v 


N-[2-{4-[2-(4- i 
Fluorophenyl)acetamido]phenylf - 1 ,1 - 
dimethylethyl)-N'-[3-methox7-4-(5- : 
oxazolyl) phenyl] oxalamide 




545 


39Cj 


N-[3-Methoxy-4-{5- 
oxazolyl)phenyl]-N-[2-f4-[(4- 
methox^'-3- ! 




549 


391 



thienyl ) carboxamido ] phenyl } - 1 , 1 - 
dimethvlethvl] oxalamide 
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1 N-[2-[4-(4- 

Acetylbenzamido)phenyl] - 1,1 - 
i dimethylethyl]-N'-[3-methox)^-4-(5- 
; oxazoIyl)phenyl]oxalamide 




555,1 

1 


1 1 
392 ! 


N-[2-[4-[( l,3-Benzodioxol-5- 
yl jcarboxamido] phenyl ] - 1 , 1 - 
dimethylethyll-N'-[3-mcthox\^-4-(5- 
oxazol vl InVipn vl 1 ovnl;! miHp 




557.1 


3^3 

1 


K-l2-[4-[2-(2- 

Chlorophenyl)acetamido]phenyl] - 

l,l-dimethyIethyl]-N'-[3-methoxy-4- 

(5-oxazolvDphenvI]oxalamide 




561.1 


1 

1 

394 \ 
! 


N-[2-[4-[2-(4- 

Chlorophenyl )acetamido] phenyl ] - 

l,l-dimethylethyl]-N'-[3-methoxy-4- 

(5-oxazolyl)phenyl]oxalamide 




561.1 


3^5 1 

i 
j 

j 



Examples 396-406 and 433-437: 

Tv^riical methods used for the preparation of the compounds of table If are described 
below for 

Example 398. 

(i) A mixture of 0.5g (3,94 mmol) of 2,4,4-trimethyl-5,6-dihydro-l,3(4H)oxazine and 
0.5g (3.6 mmol) of 4-nitrophenol were heated at 180C under a nitrogen atmosphere 
tor 6 hours. The resulting mixture was cooled and chromatographed on silica gel 
using ethyl acetate for the elution. There w^as obtained 524 mg of N-[ l,l-dImeth^i-3- 
( 4-nitrophenoxy)propyl]acetamide. 

(ii) 693 mg (2.61 mmol) of N-[ l,l-dimeyhyl-3-(4-nitrophenoxy)prop\^l jacetan^.idc, 
815 mg(2.87 mmol) of titanium isopropoxide and 719 mg (3.91mmol) of 
diphenylsilane were dissolved in 8 ml of tetrahydrofuran and left at room temperature 
for 18 hours. The resulting solution was dissolved in ethyl acetate and saturated 
sodium bicarbonate solution, filtered and the organic phase extracted twice with 2M 
hydrochloric acid. The combined acid extracts were basified with 2iM sodium 
hydroxide solution, extracted with ethyl acetate and the organic extracts dried o\'er 
magnesium sulphate, filtered and evaporated to dryness to give 266 mg of i ,1 - 
dimethyl-3-(4-nitrophenox\0propylamine. The 1,1 - dimethyl -3- (4- 
nitrophenoxy)propylamine was then coupled to N- [3-methoxv-4-( 5-()xa/r.\ l jphen\ I 
oxalamic acid by a procedure analogous to that described in example 1 . 
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5 For examples in table If containing unprotected hydroxy! or amino groups suitable 
protecting groups were used, such as benzyl for hydroxyl and benzyloxycarbonyl for 
amino or similar groups, hereinbefore mentioned and well known in the art. 

Example 433 

10 

4 - f 3 - ; [ f 3-Methox^'-4-f 5-oxazolv] )anilino]oxalvl lamino 1 -3-methvlbutox"vMbenzoic 
acid 



A solution of 650 mg (1.17 mmol) of benzyl 4- [3- [ [ [3-methox"y'-4-( 5- 
15 oxazolyl)anilmo]oxalyl]amino]-3-methylbutox)']benzoate in 20 ml of 

tetrahydrofuran was hydrogenated with 65 mg of 10% palladium on charcoal catalyst 
for 48 hours, a further 65 mg of catalyst being added after 24 hours and again after 44 
hours. The resulting suspension was filtered, evaporated to dryness and the residue 
triturated with diethyl ether to give 415 mg of 4- [3- [ [ [3-methoxy-4-( 5- 
20 oxazolyl)anilmo]oxalyl]amino]-3-methylbutox)']benzoic acid as a white solid. MS: 
m/e468 [M+H]^ 

The starting material was prepared as follows: 

25 

i ) A mixture of L14 g (5 mmol) of benzyl 4-hydroxybenzoate and 800 mg i 6.3 mmol 
of 2,4, 4-trimethyl-5,6-dihydro-l,3(4H)-oxazine was stirred and heated at ISO^C for 3 
hours. A further 600 mg (4.72 mmol ) of oxazine were added and heating was 
contmued for 21 hours. The resulting mixture was cooled and chromatographed on 
30 silica gel using ethyl acetate/petrol (3:1 ) for the elution. There was obtained 1.52 g ot 
ben/vl 4-( 3-acetamido-3-methylbutoxy ) benzoate as a white solid. 'H NiMR (40''* 
MHz CL)Cl3) 5: 1.43 (6H,s), 1.94 (3H,s), 2.26 f2H,t),4T4 (2H,t}, 5.36 (2H,s), 5.65 
( lH,s), 6.91 (2H,d), 7.35-7.52 (5H,mj, 8.05 (2H,d). 

35 ii ! A solution of 1.5 g (4.23 mmol) of benzyl 4-( 3-acetamido-3-meth^'lbuto\'^') 
benzoate, 1 . 1 66 g (6.35 mmol ) of diphenylsilane and 1.2 g (4.23 mmolj of 
titaniumi I\' i isopropoxide in 4 ml of tetrahydrofuran wa> stirred at room 
temperature for 6 hours. The resulting mixture was diluted with diethyl ether/2M 
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5 sodium hydroxide solution, filtered and the organic phase extracted t\vice with 2M 
hydrochloric acid. The combined aqueous extract.s were basified with 2M sodium 
hydroxide solution and extracted with ether. The organic extract was dried over 
magnesium sulphate and evaporated to dryness to give 1 .16 g of benzyl 4-( 3-amino-3- 
methylbutox^) benzoate as a pale coloured gum. NMR (400 MHz CDCl; ) 5: 1.22 
10 (6H,s), 1.92 (2H,t), 4.08 (2H,t), 5.36 (2H,s), 6.90 {2H,d), 7.33-7.48 (SH^m), 8.05 
(2H,d). 

iii) A solution of 873 mg (3.33 mmol) of N- [3-metho\y-4-(5- 
oxa2olyl)phenyl]oxalamic acid, 500 mg (3.27 mmol) of 1 -hydroxA'benzotriazole 

15 hydrate, 1.2 g (3.83 mmol) of benzyl 4-(3-amino-3-methylbuto\y) benzoate and 1 g 
(5.22 mmol) of 1 -(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride in 10 
ml of dimethylformamide w^as stirred at room temperature for 24 hours. The resulting 
mixture w^as diluted with ethyl acetate and washed with 2M hydrochloric acid, 
saturated sodium bicarbonate solution and water then dried o\'er magnesium 

20 sulphate, evaporated to dryness and chromatographed on silica gel using ethyl 
acetate/petrol (2:1) for the elution. After trituration with diethyl ether there was 
obtained 765 mg ofbenzyl 4-[3-[[[3-methoxy-4-(5-oxazolyl)anilino]oxalyljamino]- 
3-methylbutox>']benzoate as a white solid. MS: m/e 558 [M-hHT. 

25 

Example 434 

2-f 3 - ■ f f 3-Methox^^-4-(5-oxazolvl)anilino1oxalvl]amino I - 3-methvlbutoxv!ben/(MC 
acid 

30 

In an analogous manner to that described in Example 1 but replacing benzvl 4-; 3- 
[ [ [3-methoxy-4-(5-oxazolyl)anilinoioxalyl]amino ■ - 3-methylbutoxy]ben/oate with 
benz^'l 2- [3- [ [ [3-methoxy'-4-(5-oxazolyl)anilino]oxalyl]amino' -3- 
meth^'lbutox^*;benzoate there was obtained 2 - [ 3 - ^ ' ' 3-methoxy-4 - ( 5- 
35 oxa2olyl)anilino]oxalyl]aminoj-3-methylbutox^'jbenzoic acid as a \vhite solid. MS: 
m/e 468 lM*Hj\ 



The starting material was prepared as follows: 



5 



i) A solution of 917 mg (3.5 mmol) of N- ; 3-methox\'-4- ( 5-oxazoK'l )phen\'l oxalaniic 
acid, 650 mg (4.66 mmol) of 3-ammo-3-methvl- 1 -butanol hydrochloride 1:1 j, 612 
mg (4 mmol) of 1 -hydroxybenzotriazole hydrate, 690 mg (6 mmolj of N- 

10 ethylmorpholine and 960 mg (5 mmol) of I -(3-dimethylaminopropvl )-3- 

ethylcarbodiimide hydrochloride in 10 ml of dimethylformamide was stirred at room 
temperature for 20 hrs. The resulting mixture was diluted with ethyl acetate and 
washed with 2M hydrochloric acid, saturated sodium bicarbonate solution and water 
then dried over magnesium sulphate, evaporated to dryness and chromatographed on 

15 silica gel using ethyl acetate/petrol (3:1) for the elution. There was obtained 410 mg of 
N-(3-hydrox\^-l,l-dimethylpropyl)-N'-[3-methox7-4-(5-oxazolyl)phenvljoxalamide 
as a pale yellow solid. MS: m/e 348 [M + HT. 

ii) A solution of 48 mg (0.276 mmolj of diethyl azodicarbox)1ate in 2 ml of 
20 tetrahydrofuran was added to a mixture of 72 mg (0.275 mmol) of 

triphenylphosphine, 57 mg (0.25 mmol) of benzyl salicylate and 87 mg (0.25 mmol i 
of N-(3-hyd^oxy-l,l-dimethylpropyl)-N'-[3-methox^^-4-(5- 
oxazolyl)phenyl]oxalamide and left at room temperature for 1 hour. The resulting 
mixture was chromatographed twice on silica gel using first ethvl acetate petrol 1:1 ; 
25 then methanol/dichloromethane (1:49) for the elutions. There was obtained 2^- mg of 
benzyl 2- [3- [ [ [3-methoxy-4-(5-oxazolyl)anilino]oxalyl] amino ; -3- 
methylbutoxy]benzoate as a colourless gum. MS: m/e 558 [M-H; \ 



30 Example 435 

3 - ■ 3 - n f 3-Methox^^-4-(5-oxa7olvl)anilmo ioxalvl iamino ■ - 3-meth\'lbutox\- ben/v MC 
acid 

35 In an analogous manner to that described in Example 1 but replacing ber.z'/l 4- 

hvdroxybenzoate with benzvl 3-hydroxvben/oate there was obtained 3- \ 3-methoxv-4- 
(5-oxazolyl]anilinc)jOxalvlJamino]-3-methvlbut()xy]benzoic acid as a white solid. MS: 
m/e 468 



1 1 1 



table If 



■ Name 


1 Structure 


' MS(ES! 


: Ex No 


; N - [ 3 - ( 4 - H\'d roxy-phenox}') -1,1- 
uuiit:Ln\i-prt)p\ij-!N -[ j>- rncinox V - 
4-oxazol - 5 -yl- phenyl )-oxalamidc 




440 




I N-[3-Methoxy-4-(5- 
oxazoiv 1 jpneny 1 J -iN -[j>-t^4- 
methox)phenox>0-l,l - 

' dimethvlpropvI]oxalamide 

i 


- c 


j 

i 454 


: 397 


1 N-[3-Methox^--4-(5- 

j oxazolyl)phenvll -N - [ 1 ,1-dimethvl- 

1 3-(4- 

nitrophenoxylpropyljoxalamide 


c c-, - _ 


! 469 


398 


N- [3-(2-Hydrox)^henox\0- 1,1- 
dimethylpropyl J -N'- [3-methoxy-4- 
(5-oxazolyl)phenyl]oxalamide 




440 


399 


N- [3-(4-Amino-phenoxy)-l ,1 - 

dimethyl-propyl]-N'-(3-methoxy- 

4-oxazol-5-yI-phenyl)-oxalamide 


s '. " ' 

c 

C C-^ ■ 


439 


400 


IN [ V ^ -rveei y lamino-pncnox) j - 
1 ,1 -dimethyl-p^opyl]-N'-(3- 
methoxy-4-oxazol-5-yl-phenyl)- 
oxalamide 


c 


481 


401 


oxazolyl)phenyl]-N'- [ 1 ,1 -dimethyl- 
3-(3-pyridylox7)propyl]oxalamide 




425 


4o: 


\i - \ - { ^ - ]-4 H r (\ v^'n K n \ - 1 1 - 

dimethylpropyl]-N'- [3-methox\'-4- 
(5-oxazolyl)phenyl]oxaIamide 

. . - 1 


r-Q c' 


440 


4 03 


N-[3-Methoxy-4-(5- 
oxazolyl jphenyl] -N'- [3-(3- 

methox^^henox)0- 1^1- 
dimethvlpropyljoxalamide 


c 


454 




X-[3-Methox7-4-(5- 
oxazolvljphenvlj-N' - [ 1 ,1 -dlmeth\'l- 
3-(3- 
nit^ophenoxy )propyl loxalamide 




469 


405 


N - |3-(3-Aminophenoxy) - 1,1 - 
dimethylpropylj -N' - 1 3-methc)xy-4- 
( 5-oxazolyl)phenyl Joxalamide 


■ * c 


439 


4(J6 
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; 4-[3-[[[3-Methox}'-4-(5- c-- , 
oxazolyl)anilino]oxalyl]aminoJ-3- ' ^ . ' 
methyIbutox)']benzoic acid ' ^/ "^^^X^,:^ 


468 


^ 433 


2-[3-[ [ [3-Methox}'-4-( 5- ^ n-^-^: 

oxazolyl )anilino]oxalyliamino;-3- ^ ' ^ ^ ^^y'"" 
; methylbutox)^] benzoic acid j ^^^-.,^^^'-^^^'-~^<^ i 


468 


434 


; 3-[3-[[[3-Methox}'-4-(5- ; ^ : - 

! oxazolyl)anilino]oxalyl]amino]-3- | X '..^ ^^^Z-^--^ \ 
\ methylbutoxy]benzoic acid ! " c 


468 


i 435 ■ 


2-[4-[3-[[[3-Methoxy-4-{5- i \ 
oxazolyl)anilino]oxalyl]aminoj-3- 1^ 
methylbutox^']pheno\^']acetic acid i ' c '^^X ^ j 


498 


: 436 

i : 


2-[2-[3-[[(3-Methox>'-4-(5- 1 -l^j,' ] 
oxazolyl)anilino]oxalyl]amino]-3- -^-^-^^^ ■ 
methylbutox7]phenox>^]acetic acid ' " ! 


498 


i 437 

1 ; 



Examples 407-414: 

10 Typical methods used for the preparation of the compounds of table Ig are described 
below for 

Example 408 . 

fi) A stirred solution of 3.23 g (16.8 mmol;; of l-(4-meth(:>x>T3henyf)pipera7me, 2.00 e 
(16.8 mmol) of 2-methyl-2-nitropropan- 1 -ol and 5.34 g (50.4 mmol ) of sodium 

1 5 carbonate in 40ml of n-butanol was refluxed for 16h. The reaction mixture was 

allowed to cool and diluted with 100ml of dichloromethane. The solution was filtered 
and concentrated in vacuo. The residue was purified by flash chromatograph\' on 
silica gel using petroleum ether/ethyl acetate ( 10:1 ) for the elution to afford 1.8^ e 
!6.34 mmol, 38%) of l-(4-methox\T?henyl,'-4- ( 2-methyl-2nitroprop>'l jpipera/me a,s a 

20 white solid. 

( li) A solution of 1.86 g (6.34 mmol) of 1 -(4-methoxvphenyl)-4-( 2-meth\'l-2- 
nitropropvljpiperazine and 0.5 g of palladium on acti\'ated charcoal in 5fJ ml of 
ethanol was stirred at room temperature under an atn^osphere of h\'drogen for 48h. 
The reaction mixture was filtered and the filtrate concentrated in \'acuo to afford 1.5':^ 
25 g (6.04 g mmol, 95%) of 2- [4-(4-metho\^7>henyl )-piperazin- 1 -\i )-!,]- 

dimethylethylamine as a clear oil. The 2- [4-{ 4-methox\^hen\'l -pipera/in - 1 -vl ;- - 1 , 1 - 



113 

5 dimethylethylamine was then coupled to N- [3-methox>'-4-(5-oxazoyl)phenyl 
oxalamic acid by a procedure analogous to that described in example 1. 

Examples 407, 409, 410, 41 1 and were prepared b\' an analogous procedure by 
replacing the 1 -(4-methox^'phenyl)pipera7ine with the appropriately substituted 
10 piperazine. 

Examples 413 and 414 were prepared by an analogous procedure by replacing the 1- 
(4-methox^7)henyl)piperazine with t-butyl- 1 -piperazinecarboxylate to give4-(2- 
amino-2-methylpropyl)piperazine-l-carboxylic acid t-butyl ester which was then 
15 coupled to N-[3-methox\^-4-(5-oxazoyI)phenyl oxalamic acid. The resulting product 
could then be deprotected and used for the preparation of a variety of N-acyl and N- 
sulfonyl derivatives by using the appropriate acylating or sulfonylating reagent. 



table Ig 


Name 


Structure 


MS(ES) 
(M+H)' 


Ex No 


N- [ 1 , 1 -Dimethyl-2- (4-phenyl- 
piperazin-l-yl)-ethyl]-N'-(3- 
methoxy-4-oxazolo-yl-phenyl)- 
oxalamide 




478 


407 


N-[3-Methoxy-4-(5- 
oxazolyl)phenyl]-N'-[2-[4-(4- 
methox^T:)henyr)- 1 -piperazinyl ] - 1 , 1 - 
dimethylethyljoxalamide 


c. 


508 


408 


N-(3-Methox}'-4-oxazol-5-yl- 
phenyl)-N'-{2-[4-(3-methox7- 
phenyl J-piperazin- 1 -yl] - 1 , 1 - 
dimethyl-ethyl}-oxalamide 




508 


409 


N-[3-Methoxy-4-(5- 

oxazolyl )phenyl ] -N'- [ 1 , 1 -dimethyl-3- 

(4-phenyl-l- 

piperazinyl)propyl]oxalamide 




492 


410 


N-[3-Methoxy-4-{5- 
oxazolyUphenyl]-N'-[2-[4-(2- 
methox^'-phenyl ) - 1 - piperazinyl ] - 1 > 1 - 
dimethylethyljoxalamide 




508 


411 


N- [2 -(4- Benzyl- 1 -piperazinyl )- 1,1 - 
dimethylethyl] -N'- [ 3-methox^'-4 - ( 5- 
oxazolyl )phenvl] oxalamide 




492 


412 




1 14 



' N-[2-[4-(Benzenesulfonylj-l- i 

' piperazinyl]-l,l-dimethylethyl]-N'- . z , 
[3-methox\'-4-f 5- -^-^^^-^^..X^'-^ 
oxazolyl jphenyl] oxalamide i^T^^ ' 




452 


! 

413 


N-[2-(4-Benzoyl- 1 -piperazinyl j - 1 ,1 - 
■ dimethylethyIi-N'-[3-methox}'-4-(5- | c^^-. x X^O 
' oxazolyDphenyljoxalamide ! ^ 




506 


414 



5 



Examples 415-420: 

In a manner analogous to that described in Example 4 starting with N-[3- 
10 (ammomethylphenyl]-N'-[3-methoxT-4-(5-oxazolyl)phenyl]oxalamide and the 

appropriate carboxylic acid chloride compounds shown m table Ih were prepared. 



table Ih 



Name 


Structure 

1 


ME(ESj 
(M-fHT 


1 Ex No 1 

1 i 


! Phenyl [3-[[[4-{5- 

1 oxazolyl )anilmo]oxalyl] amino] benzyl] 
carbamate 




487 


1 415 1 


X-;3-[(3- 

Fl uorobenzamido) methyl] phenyl ]-N'- 
! 3-methox'\*-4-(5- 
oxazolvl jphenvl] oxalamide 




489 


41^ 


N-[3-[(3- 

L.hlorobenzamido)methvl J phenyl ]-N' - 
^3-methox^'-4-(5- 
oxazolvl )phen\^lloxalamide 




505 


41" 


N-;3-[(3- 

Methoxybenzamidojmethyl] phenyl j - 
N'- ' 3-methox^'-4-( 5- 
_oxazolyl ]phenyl] oxalamide 




501.2 


418 



N-;3-;(3,4- ' ' ~ 

Dimethoxvbenzamido)methvljphen\'lj ... 531.2 41 v 

-N'- [3-methox^'-4-{'5- .-^ ^ - 

oxazolyl jphenylj oxalamide 



1 15 



K-[3-[(3- 








1 


• 


Cyanobenzamido )methyl] phenyl ] -N' - 




c ■ 




496.1 


\ 420 . 


[3-methox\'-4-{5- 






C 






oxazolyl)phenyl]oxalamide 








1 





I 



Examples 421-427: 

Example 424 was prepared in a manner analogous to that described in Example 1, 
starting with N- [3-methoxy-4-(5-oxazoyl)phenyl oxalamic acid, prepared as 
10 described in Example 1, parts (i) and (ii), and the appropriate amine. 

Examples 421 and 423 w^ere prepared by reaction of N- [3-Methoxy-4-(5- 
oxazolyl)phenyl]-N'-[l,l-dimethyl-2-(4-piperidinyl)ethyl]oxalamide with the 
appropriate acylating reagent. 

15 

Example 426 was prepared in a manner analogous to that described for example 408 
in table Ig using tetrahydro quinoline in place of l-(4-methox^7:)henyl)piperazine. 

Example 426 was prepared as follows: 
20 (i) A mixture of 2g (17,7 mmol) of 2,4,4-trimethyl-2-oxazoline and 1.95 g (17.7 

mmol) of thiophenol were heated at 120C for 18 hours. After cooling the resulting 
solid was triturated with diethyl ether/petrol (1:2) and filtered off to give 2.55 g of N- 
[ l,l-dimethyl-2-(phenylthio)ethyl]acetamide as a white solid. 

25 ( ii) A solution of 2.5 g (11.2 mmol) of N-[ l,l-dimethyl-2- 

( phenylthio)ethyI]acetamide, 3.18 g (11.2 mmol) of titanium isopropoxide and 3.09 g 
( 16.8 mmolj of diphenylsilane in 12 ml of tetrahvdrofuran were stirred at room 
temperature for 18 hours. The resulting mixture was chromatographed on silica gel 
using 3%, 6% and 10% methanol in dichloromethane for the elution. There was 

30 obtained 2 g of l,l-dimethyl-2-(phenylthio)ethylamine as a pale orange oil. The 1,1- 
dimethyl-2-(phenylthio)ethylamine was then coupled to N- [ 3-methox\'-4-( 5- 
<jxazoyl)phenyl oxalamic acid b}' a procedure analogous to that described in example 
1. 
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Example 427 was prepared by an analogous method to that described for example 426 
but using 4-benzylox-Mhiophenol m place of the thiophenol and removmg the 
protecting group using a mixture of hydrogen bromide in acetic acid. 



table lb 

1 , „ — 


iName 

i 


: Structure 


MS,'ES) 
(M + H)' 


' E\ No 


. Benzyl 4-(2-[ [ [3-inethox>-4-(5- 
oxa2olyl)phenylamino]oxalyl]a 
mino]-2-methyIpropyl}- 1- 
piperidinecarboxylate 


] 




1 1-11 

' 42 1 


1 N-[3-Methox)'-4-(5- 
j oxazolyljphenyll-N'-[ l,l- 
dimethyl-2- 
(pheny^thio)ethyl]oxalamlde 


1 0 


426 


422 


N-[2-(l-Acet>4-4-piperidinyl)- 
l>l-dimethylethyl]-N'-[3- 
meLnox} -4-( d- 

oxazolyl)phenyl]oxalamide 


C. ^ , 

c ' 

- ■ c 


443 


423 


N-(2-Cydohexyl-l,l- 

dimethylethyl )-N'- [3-methox\'- 
4 - ( 5 - oxazol vl ) phenyl 1 oxa 1 a m i H p 




400 

! 


424 


N-[3-Methox>-4-(5- 
oxazolyl )phenyl ] -N'- [1,1- 
dimethyl-2-(N- 

methylanilino)ethyl]oxalamide 




423 j 


425 


N-[2-(l,2,3,4-Tetrahydro-l- 
quinolyh-lJ-dimethylethylj-N'- 
[3-methox^'-4-(5- 
oxazolyl )phenyl]oxalamide 

I 




449 


426 


N-[2-(4-Hydrox)73henylthio)- i 
1 >l-dimethyleth\'l ;-N'-j3- 
methoxy-4-(5- 
oxazolyl)phenyl]oxalamlde i 

1 




442 


f ^ — 
^ _ / 



Examples 428-432: 

Examples 428, 430 and 432 of table 1. were prepared in a manner analogues to that 
described for example 408 in table Ig but using N-i3-methox-^--4-(4-oxa7oyljphenyl 



5 
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oxalamic acid or N-[3-methox\'-4-(2-methyl-4-oxazo\'l )phenyl oxalamic acid in place 
of N-[3-methoxA'-4-(5-oxa7oyl)phen\'l oxalamic acid for the coupling step. 



Examples 429 and 430 of table li were prepared b\- analogues procedures to those 
described for the preparation of the compound> of table If. 

10 

table li 



Name ■ Structure 


MS(ES) 


1 Ex No 


N-[3-Metho\y-4-(4- 

oxazolyl )phenyl]-N'-[ 1,1-dimethyb ■ ^ ^ ^ ^ ^'" '^ 
, 2-(4-phenyl- 1 - - ^ ' 
piperazinyl )ethyl]oxalamide 


478 


■ 428 

1 


N-[2-(4-Ben7vloxyphenyl)-l,l- 

dimethylethylj-N'-[3-methox^'-4- " ^ , ^ T ^ " ^ 
(4-oxazolyl)phenyl]oxalamide i ^ ^ 


500 


1 429 

1 


N-[2-(4-Hydrox^T:)henyl)-l,l- : r-^" 
dimethylethylj-N'-[3-methoxy-4- ; -^^-'-^-^^^--^--^^ 
(4-oxazolyl)phenyl]oxalamide ^--^^--^-^ 


! 410 


i 430 1 


N-[3-Methox>'-4-(4- i 

oxazolyl)phenyl]-N'-[2-[4-(4- \ ,^^^ XJ :"'^ 
methox)^henyl)-l -piperazinyl]- .^^-.^^ ^ - ^ 
l,l-dimethylethyl]oxalamide ! 


508 

j 


431 1 

i i 


N-[3-MethoxA'-4-(2-methyl-4- 

oxazolyl)-phenyl]-N'-[2-[4-(4- i s j, ^ C^^^ 
methox^phenyl,)- 1 -piperazinyl] - ^^^Z^ 1 
1 »l-dimethylethyl]oxalamide : 


522.4 


432 



15 In the present specification "comprise" mean^ "include> or consists of and 
"comprising" means "including or consisting of 

The features disck^sed in the foregoing description, or the following claims, or the 
accompan\'ing drawings, expressed in their speciric torm^ or in terms of a means for 
20 performing the disclosed tiinction, or a method (^r process tor attaining the disclosed 
result, as appropriate, may, separately, or in an\' combination of such features, be 
utilised for realising the invention m diverge torm^ thereof. 
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CLAIMS 




wherein 

represents heteroc\xKi; 

represents hydrogen, unsubstituted lower alk>'l, lower alkoxy, halo, hydrox> or 
cyano; 

R^ represents hydrogen, unsubstituted lower alk>'l lower alkox> , halo, or c\ ano. 
R'* represents hydrogen, lower alk\4, lower cycloalkyl ary l, or heterocvclvl; 
R' represents hydrogen, unsubstituted lower alk'>i, lower alkox>\ halo, or c>'ano, 
R^ represents hydrogen, unsubstituted lower alkyl, lower alkox> , halo, or cyano, 
R' represents hydrogen, or unsubstituted lower alkyl: 
R^ represents hydrogen, or unsubstituted lower alk^^ k 

or R'^ and R^ together with the nitrogen atom to which the> are attached represeni 
heterocyclyl. 

and pharmaceuticalK' acceptable salts thereof 

2. Compounds according to Claim 1 wherein at least one of R", R\ R' and R' is 
not hydrogen 
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5 3 Compounds according lo Claim 1 or Claim 2 wherein R' represents an 
optional!)' substituted oxazole ring 

4 Compounds according to an> one of the preceding claims wherein 
represents an optional!) substituted oxazole ring, according to the general formula: 



N— / R 



15 



20 



25 




10 (IX) 

w^herein R"^ to R^ are defined as m Claim 1, and 

R^ represents hydrogen, lower alkyL or ar\i-lower alkyl, 

R^*^ represents hydrogen. 



5. Compounds according to Claim 4 wherein R^ represents methyl, ethyl or 
benzyl. 

6. Compounds according to Claim 4 wherein R^ and R^'' are hydrogen 

7. Compounds according to Claim 1 or Claim 2 wherein R' represents triazoKl 

8. Compounds according to an\' one of the preceding claims wherein R~ is lower 
alkox\ . 

9. Compounds according to claim 8 wherein R" is metho\> 

10. Compounds according to an\ one of the preceding claims wherein R"^ 
represents a lower alkyl group which is branched 




5 

11 Compounds according to an\ one of the preceding claims wherein R is 
h\drogen 

12 Compounds according to an> one of the preceding claims wherein is 
10 h\'drogen. 



13 A compound according to an\ one of claims 1. 2, 3, 4. or 6. selected from: 



: ;>v 


tert-But>l |3-[[[3-metho\'> -4-(5-oxazolyl) 
ani 1 m o ] 0 \ a 1 > 1 J ami n o ] benz\i ] c ar b amat e 


Chi, O CK, 

0 r>- 


N-tert-Bul\i-N'-[3-methox\'-4-(5- 
oxazoKi)phen\i]oxalamide 




[3-[[[3-Metho\> -4-(5-o\azolyl)anilino] 
o\ah'I]amino]benz\i]carbamic acid 
tetrahydro-3(S)-furv'l ester 




N-[3-(BerLzamidomethyl)phenyl]-N'-[3- 
methox\-4-(5-oxazolyl)phenyl]oxal amide 




Isopropyl |3-[[[3-methoxA-4-(5-oxazolyl) 
anilino ] oxaiy 1 J amino] benTyl J carbamate 


CK, 0 CK 

■-. -J- ..fJ . .O ' 
N ■ v 
. CK, '■ 1 

r - " O 

O 


N-|3-Methox\-4-(5-oxazolyl)phenyl)-N'- 
{ 1 -meth\}- 1 -phen>ieth> l)oxalamide 


CH, C CK, 
K,C — ^ " ' " ' 

N 

O 


N-( 1 . 1 -Dimeth\ipropyI)-N'-[3-methox'\ -4- 
(5-o\azol>'l)phenyl]oxal amide 


CK O CK 
K,C— ^ - - ' ^ 

CK O . . - 

N 

O . 


N-| 3-Melhox> -4-(5-oxazoKi)phenyl]-N'- 
( IJ .3,3-telrameth\'I-butyl)oxalamide 
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— o o 

1 . - O' 
1 ^ -N 
N ■>-' 


N-(l,l-Dimethylproparg\*l)-N'-[3- 
methox>'-4-(5-o\a2olyl)phen\l]oxalarrude 


.. — o o 

N 

N ^'^ O 


N-(2-Hydrox\ - 1 , 1 -dimethylethyl)-N'-[3- 
methox\-4-( 5-oxazoiyl )phen\'l] oxal amide 


■ — o c 


N-(l,l-Dimethyl-2-phenylethyl)-N'-[3- 
methox'\'-4-( 5-oxazolyl )pheny 1] oxalamide 




rllCllVl [-' LLi " \^ ^'^"-^^ ly I JCLI liiu IVJ j 

oxalyl]amino]benz\l] carbamate 


OS 

M O C 

o *^ ■ 

■ . - ."^^"-^ o ^ 

b '--^ ' 


N-[3-Methox'>-4-(5-oxazolyl)phenyl]-N- 
[3-[(phenylcarbamoyl)methyI] 
phenyl] oxalamide 




tert-BuM I2-[[[3-methoxy-4-(5- 
oxazoKi)anilino]oxalyl]ammo]-2- 
methylpropyl] carbamate 




N-(2- Amino- 1 , 1 -dimethylethyl)-N'-[3- 
methox7-4-(5-oxazolyl)phenyl] oxalamide 
tnfluoroacetate (1:1) 




N-[3-Methoxy-4-(5-oxazolyl)phenyl)-N'- 
[1,1 -dimethyl-2-(4-nitrophen\ 1 ) 
ethyl] oxalamide 


I. o-o^ 


N-[3-(Aminometh\i)phen>l]-N'-| 3- 
methox'\'-4-(5-oxazoK'l)phen\l] oxalamide 
tnfluoroacetate (1:1) 




Methyl [3-[[[3-methoxy-4-(5- 
oxazoly l)anilino] oxalyl] amino ] be nz\l] carb 
amate 
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9 

-^^->, ' . ^ 

N 


N-[3-Methoxy-4-(5-oxazolyl)phenyI]-N'- 
(S-pMidyljoxalamide 




N-[3- 

[(Ben7.enesulfonarnido)rnelhyl]phenyl]-N'- 
[3-methox> -4-(5- 
oxazolyl )phenyl] oxaJamide 


0 - ..^^ 

CH " N 

0^ 


N-(2-Dimethylamino- 1 , 1 -dimethylethyl)- 

N'-[3-melhoxy-4-(5- 
oxazolyl)phenyl]oxalamide hydrochloride 

(1:1) 


0 

K,C V j, 

0 0 .f:.- . 

N 

0^ 


N-[3-MetnoxA -4-(5-oxazolylJpnenylJ-N - 
[ 1 -methyl- 1 - 
(methylcarbamoyl)ethyl]oxal amide 




N-tert-But>i-N'-[3-chloro-4-(5- 
oxazoh'l jphenyl] oxalamide 


CHi P CM, 


N-ten-But\'I-N'-[3-methox'\-4-(4- 
oxazolyl )pheny 1] oxalamide 



5 



or a pharmaceuticalK acceptable salt thereof 



14 Compounds according to claim 1 of the formula 




XI 
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5 wherein R\ R\ R\ R\ R\ R^ and R^*^ are defined as above 
R" and R'^ is H or lower alkyl and 

R^' IS heierocvcKi or ar\'l. with the proviso that R^* does not stand for 4-fluorophenvl 
10 ' ' ' 

15. Compounds according to claim 14 wherein 

R' is methoxy, R\ R\ R^ R^ R'^ R'^ and R'^ are hydrogen and wherein 

15 

R^^ is optionally substituted phenyl and optionally substituted heteroaiy L with the 
proviso that R'" does not stand for 4-fluoro phenyl 



20 16. Compounds according to claims 14 or 15 selected fi-om 



N-[3-Methoxy-4-(5- 

oxazolyl)phenyl]-N'-[l,l-dimethyl- 

2-(4-methylphenyl)ethyl]oxalamide 


Ch, 


N-[l,l-Dimethyl-2-(2- 

methylphenyl)ethyl]-N'-[3-methox7- 

4-(5-oxazolyl)phenyl]oxalamide 




N-[3-Methox\'-4-(5- 

oxazolyl )phenyl]-N'-[ 1 , 1 -dimethyl- 

2-i 3-pyndyl)ethyl] oxal amide 


OH, 

— 0 O ' " U 
OH^C CK 


N-[3-Methoxy-4-(5- 

oxazolyl )phenyl] -N'-[ 1 , 1 -dimethyl- 

2-( 3 -methylphenyl)ethyl] oxal amide 




N-[3-Methoxy-4-(5- 
oxazolyl)phenyl]-N'-[ 1, 1 -dimethyl- 
2-( 2-thienyl)ethyI] oxal amide 


CK, 

- - 0 0 

N 

~ '"^ 1 ' ' ~ C 

' .'-k X .N. .S 

CK — : 


N-[2-(4-Benzyloxy-phenyl)- 1,1- 
dimethyl-ethyl] -N -(3-methoxy-4- 
oxazol-5-yl-phenyl)-oxal amide 
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N-[2-(4-H\ droxN'-phenyO- 1,1- 
dimethyl-eth\i]-N -(3-methox> -4- 
oxazol-5-yl-phenyl)-oxalamide 


! Oi 
1 o 

i c 

i • " s ■ - . - ■ 


N-(3-Metho\y-4-oxa2ol-5-\ 1- 1 . ^ ; " 
phenyI)-N'-[2-(4-methoxA -phenyl)- ^ - , - . , 
1 J-dimethyl-ethyl]-oxalamide | 


N-[ 2-(2-HydroxA -phenyl)- L 1 - 
dimethyl-elh>'l] -N'-CS-methoxA -4- 
oxazol-5-yl-phenyl)-oxal amide 


; — c o- ^ 

1 C CH 


N-( 1 , 1 -Dimethyl-2-pheny l-propyU- 
N'-CS-melhoxA -4-oxazol-5-yI- 
phenyI)-oxalamide 


1 ' 


N-[ 2-(3-HydroxT-phenyl)- 1,1- 

dLmethyl-ethyl]-N'-(3-melhox\'-4- 

oxazo]-5-yl-phenyl)-oxalamide 


; 


phenyl)-N'-[2-(3-methox\ -phenyl)- 
1 , 1 -dimethyl-ethylj-oxalamide 


- ' O 

O 

c 


N-r2-r4-rC^vanomethox'\'^nhpnv'll- 
1 , 1 -dimelhylethyl]-N -[3-methox'\ - 
4-(5-oxa2olyl)phenyl] oxalamide 


- ■'^'•^ ' 


2-[4-[2-[[f3-Methoxy-4-(5- 
oxazolyl)anilino]oxa]yl]amino]-2- 
methyipropyljphenoxy] acetic acid 


c ■ ^' ' 


2-[2-[2-[[[3-Methoxy-4-(5- 
oxazolyl)anilmo]oxalyl]amino]-2- 
methylpropyI]phenoxy]acetic acid 

1 


CK, 

— C 0 ' 

, ^ s - C 


2-[3-[2-[[[3-MethoxA-4-{5- 
oxazolyl)anilino]oxa]ylJamino]-2- 
methylpropyljphenoxy] acetic acid 





5 

17 Compounds according to claim 1 of the formula 




XII 
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wherein R\ R\ R\ R'\ R\ R^ and R^" are defined as abo\e, 
R", R'\ R'^ R'\ R'\ R" and R" are H or lower alkyl and 
10 R'^ is alkyl, cydoalk"\i, helerocycKi alkyl or aryl alkyl. 

18. Compounds according to claim 17 wherein 

R- IS melhoxy and R\ R\ R\ R\ R'^R' ' and R' ' are hydrogen 

15 

19. Compounds according to claim 17 or 18 selected from 



N-[3-Methoxy-4-(5-oxazolyl)phen\l]-N'- 
[l,l-dmiethyl-2-[4.[(2- 
pyridinvl)methvlamino] phenvl] ethvl] oxalami 
de ' " 


^' 


N-[3-Methoxy-4-{5-oxazolyl)phenyl]-N'- 
[l,l-dimethyr-2-[4-[(3- 
pyndyl)methylammo]phenyl] ethyl] oxal amid 
e 




N-[2-[4-(2-Furfury^lamino)phenyl]-l,l- 
dimethylethyl]-N'-[3-methoxA -4-(5- 
oxazolyOpheml] oxal amide 


) — — — -j 

■' ■^-^^ - ^ 


N-[3-Methoxy-4-(5-oxazolyl)phen>i]-N'- ^ . T 
[Ll-Dmiethyi-2-[4-(2- , ^ , 
thenylamino)phenyl]ethyl]oxalamide 


N-[3-Methoxy-4-(5-oxaz.olyl)phen>i]-N'- 
[l,l-dimethyf-2-[4-(2.2- 
dimethylpropylamino)phenyl] ethyl] oxalamid 
e 




N-[2-[4-[(lH-Imida2ol-2- | _ ^ , ; 
yl)methylamino]phenylJ-l.l-dimeth\leth\l]- ^ " , - . - "-^ 
N'-[3-methoxy-4-(5- 
oxazolyl)phenyl]o\alamide 


N-[3-Methox>'-4-(5-oxazol>'l)phen>'Il-N'- 
[l,l-dimethyl-2-(4-[(4- 
pyridyl)methylamino] phenyl ] ethyl ] oxalamj d 
e 


- ^ i 

! 
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N-[3-Methoxy-4-(5-oxazolvl)phenvI]-N'- 
[l,l-dLinethyI-2-[4-[(2- 

thiazolvl)methvlaminoJphen\i]elh\iJo\alamj 
de 






N-[2-[4-(3-Furfurv'lamino)phen\i]-K]- ^ 
dimelhyleth\i]-N'-[3-methoxy-4-f5- ! :\ . / . 
oxazoKi)phenyI]oxalamide 


N-[2-[4-[5-(Hydroxymethyl)-2- 
furfuiyiamino] phenyl] -1,1 -dimelhy let h\i] - 
N'-[3-methoxy-4-(5- 
oxazolyl )phenvl] oxalamide 


— 1 ■ 


- — Cil- 

i 

1 


N-[2-(4-Benz>'lamino phenyl)- 1,1- 
dimethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyl)phenyl]oxal amide 






N-[2-[4-(2-Hydroxybenz\-lamino)phen\ 1)- 
l,l-dimethylethvI]-N'-[3-metho\'\-4-(S- ' . : 
oxazolyOphenyl] oxalamide ; 


N-[2-[4-(3-Cyanobenz\'lammo )phenyl J- 1 . ] - 
dimethvlethyl]-N'-[3-methoxy-4-(5- 
oxazolyOphenyl] oxalamide 


! 

i 


■ i 

^ - r i 

, ^ I 


N-[3-Methoxy-4-(5-oxazolyl)phenyi]-N'- 
[ 1 , 1 -dimethyl-2-[4-[4-(3- 

pyridyl)benz\^Iamino]phenyl]ethyl]oxaiamjd 
e 







N-[2-[4-(2-Fluoroben2\'lammo)phenyI] -1,1- 
dLmethylethyl]-N'-[3-methoxy-4-(5- 
oxazolyl)phenyI] oxalamide 


r ~ 

■:-">■'■■'■"-■ ■ i 
1 



20. Compounds according to claim 1 of the formula 
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XIII 



wherein R', R\ R\ R . R' and R'^' are defined as above, 
R'\ R'\ R'\ R^', R'^ and R'' are H or lower alkyl and 
R^"^ IS alk\'L cycloalkyl, ar\ 1 heteroc\ cl\i. 

10 

21. Compounds according to claim 20 wherein 

R^ IS methoxv and R\ R\ R". R^ R'^R^' and R^" are hvdrogen 

15 22. Compounds according to claim 20 or 21 selected from 



N-[2-[4- 

(Cyclopropylcarbo\amido)phenyIJ- 
1 . 1 -dimeth\'leth>il-N'-[3-metho\y-4- 
(5-oxazolyl)phenyl]oxalamide 




N-[2-[4- 

(Cyclobutylcarboxamido)phem'l]- 1 . 1 - 
dimeth\lelhyl]-N'-[3-inethox'>-4-(5- 
oxazo ly 1) ph en\' 1 ] o xalarru d e 




N- {3-Methox\■-4-(5-oxazolyl)phen^•l]- 
N-[Ll-dlmethvl-2-(4- 
plvalamldophen^■l)- 1.1- 
dimethylethyl]o\alamide 




N-[3-Methox\ -4-(5-oxazoKi)phen^l]- 
N'-[l,l-dImethyl-2-(4-[(lH-py^rol-2- 
vl)carboxamldo]phen^i]eth\i]oxaiamld 

e 




N-[2-[4-|(2- j 
Fur>l)carboxamido]phen\l]-l,l- i . ^ . - . - ^ 
dimeth>lelh\l]-N'-|3-methoxA-4-(5- \ 
oxazolyl)phen> l|oxalamide ' 
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I N-[2-[4-[(3- 

Funi)carbo\anijdo]phen\l|- 1 . 1 - 
; dimeth\ieth\ l]-N'-[ 3-meihov\ -4-( 5- 

I o\azol\ l)phen\ l]o\alaniide 

I N-|2-[4-[(lH-lmjdazol-4- 

i yI)carboxamido]phen\i]-l.l- 

j dimethyleih} I]-N'-|3-melhow -4-(5- 

i o\ay.olyl)phen\ Ijoxalarmde 

I N-[2-[4-[(Tetrahvdro-2fRS)- 

I fur>'l)carbo\amido]phen\l]-K 1- 

I dimethyleth>'l]-N'-[3-meiho\A -4-(5- 

i oxazolyljphem I]o\alamide 

I N-[3-Methox>-4-(5-oxazol\ l)phen\ 11- 
! N'-[lJ-dimethvl-2-[4-|(2- 
; p>Tid\i)carboxaniido)phen\ljeth\ IJoxaJ 
I amide 



N-|3-Melhox\ -4-{5-oxazo]\ l)phen\i)- i 
N'-[lJ-dimethyl-2-[4-({4- ' 
pyridyl)carboxamido]phen\ 1] ethyl] oxal ' 
■ amide 






N-(3-Methox>-4-(5-oxazolyl)phenvl]- | 
N'-[lJ-dimethyI-2-|4-[(2- ' 
thienyl)carboxairudo]phen\ l]ethyl]oxal 
amide 






N-[3-Methox>'-4-(5-oxazoiyl)phenyiJ- j 
N-[l,l-dimelhyI-2-[4-[(3- ' 
thienyl)carboxamido]phenyl]elh\l]oxal 
amide 






N-[2-[4-(2- I 







\ Cyclopenl>^lacelaiTudo)phen\-]|-l,l- | 
I dimethylelhyl]-N'-[3-methox\-4-(5- \ 

\ oxazolyi)phen>i|oxalamide [ 

I N-[3-Melhox\ -4-f5-oxazol\i)phen\i]- 
i N'-l l,l-dimelhyl-2-14-{2- I 
I meth\'lbenzamido)phen> I]eth\ l]oxalam ! 

\ ide ' 

; N-[3-Methox> -4-(5-oxazoi\ I)piien\'l]- i 
' N'-[ lJ-dimethvl-2-|4-(4- \ 
\ meth\'ibenzamido)phen\ Ijethx IJoxalam ' 
i ide ' 
N-[2-[4- 

i (Cycloheplylcarboxamido)phen\l]-l.l- | 
I dimelh>'leth\ l]-N'-[3-melho\> -4-(5- [ 
I oxazolyl)phen\i]oxalamide ^ 



N-[2.[4-[(5- 

Isoxazolyl)carboxamido] phenyl] -1,1- 
dimelhylethyI]-N-[3-methox\-4-(5- 
0 xazo 1\' 1) ph en\ 1 ] 0 \ al ami d e 




N-[2-[4- 

(Cyclopentyicarbo\amjdo)phenyl]- 1 , 1 - 
dimelhylelhyl]-N'-[3-methox\-4-(5- 
oxay.olyl)phenyl]oxal amide 




N-[2-{4-[(Tetrahydro-3(RS)- 
fur>'l)carboxamido]phenyl]-l . 1 - 
dimethylelhyl]-N'-[3-methoxy-4-(5- 
oxazolvl)phenyl]oxal amide 




N-[3-Methox'>-4-(5-oxazolyl)phenyl]- 
N'-[ 1 , 1 -dimethyl-2- [4- [ ( 1 -methyl- 1 H- 
pyiTol-2- 

yl)carboxamido] phenyl] ethyl] oxalamid 

^ 1 


- — 


N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 

N-(l,l-dimethyl-2-[4-[(l,2,3- 

thiadiazol-4- 

vl )carboxaniido ] phenvl] ethvl] oxalamid 


. . .... , 

, 


N-[2-[4-{3-Fluorobenzamido)phenyl]- 
l,l-dimethyleth>'l]-N'-[3-methox'>-4- 
( 5-oxazolyl )phenyl] oxalamide 




N-[2-[4-(4-Fluorobenzamido )phenyl] - 
l,l-dimethyleth>'l]-N'-[3-methox'>-4- 
( 5 -oxazolyl)phenyl] oxalamide 




N-[2-[4-(2- 

Methoxy benzamido)pheny 1] - K 1 - 
dimethylethyl]-N -[3-methoxy-4-(5- 
oxazolyl)phen\l] oxalamide 




N-[2-[4-(2-Chlorobenzamido)phenyl]- 
1 , 1 -dimethy leth\i] -N'- [ 3-methoxA -4- 
(5-oxazolyl)phenyl] oxalamide 




N-[2-[4-(3-Chlorobenzamido)phenyl]- 
1 , 1 -dimethylethyl] -N'-[3-methoxy-4- 
( 5-oxazolyl)phenyl] oxalamide 




N-[2-[4-(4-Chlorobenzamido)phenyl]- 
l,l-dimethylethyl]-N'-[3-methoxA-4- 
(5-oxazolyl)phenyl] oxalamide 




N-[2-[4-[(lH-IndoI-2- 
yl)carboxamido]phenyl]- 1 . 1 - 
dimethyleth>l]-N'-[3-metho\A-4-(5- 


..... 


oxazoiyijpnen> ijoxaianiiae 
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N-[3-Metho\> -4-(5-o\azol> l)phen\ lj- 
N'-[lJ-dlmelhv^2-[4-|4- 
; (dimethylamino )beny.an^do]phen> Ijeih 

j yljoxalamide 

N-[3-Melhox\ -4-(5-oxazol^■l)phen^i]- 
N'-[l,l-dlmethyl-2-[4-(3,3- 
dlmelhylbutyramldo)Jphen^ I]elhyl]o\a 

lamide 

N-[3-Methox>-4-( 5-o\azoIyl)phen\ 1] - 
N'-[ 1 , 1 -dimethyl-2-(4-12-( 1- 
tetra2oK'l)acetamido]phen\l) ethyl] oxal 

amide 

j N-[3-Melhox>-4-(5-oxazolyi)phenyl)- 
! N'-[l,l-dimethyl-2-[4-l(5-oxo-2(S)- 
j pN'rro lidiny l)carbo xaniido ] pheml ] eth\ 1 

I Joxalamide 

N-[3-Methoxy-4-(5-oxazol\! )phen>i)- 
N'-( 1 , 1 -dimet'hyl-2- { 4-| ( 5-oxo-2( R)- 
pyTroiidinyI)carboxamido]phen\i)eth\] 

Joxalamide 

N-[3-Methoxy-4-(5-oxazolyl)phenylJ- 
N'.[l,l-dimethyl-2-[4-[(2- ' 
naphthyOcarboxamido j phen\i ] ethx'l J o X 

alamide 

N-[2-{4-[(6-Cyano-3- 

pyridy l)carboxamido] phen>'l } - 1 . 1 - 

dimethylethyl]-N'-[3-methoxy -4-(5- 

oxazolyljphemljoxalamide 

I N-[2-14-(3- 

1 Methoxybenzamjdo)phenvl]- 1 . 1- 
dimelhylethyI]-N'-[3-methox'> -4-(5- 
oxazolyl)phenyl]oxalaniide 

j N-[2-14-(3,5- 

! Difluorobenzaniido)phen\ 1] - 1 . 1 - 
I dimeth>iethvl]-N'-|3-methoxA -4-(5- 

i oxazolyDphenyl]oxalamide 

i N-12-[4-[(lH-Indol-5- 

I \'l)carboxamido]phen\l]-Ll- 

i dimelhyleth>'lJ-N'-[3-methox\-4-(5- 

j oxazolyljphenyljoxalamide 

j (E)-N-[2-[4-(2-Bulenamido)phenvl]- 
i 1 . 1 -dimethyleth\lJ-N'-13-methoxA-4- 
I ( 5-oxazol\ l)phen\i|oxalamide 
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N-[2-[4-(2- 

Metho\yacetarmdo)phenyl]- 1 , 1 - 

dimethN'iethN'Il-N'-fS-methoxA-a-C^- 

oxazolyl)phenyl]o\alamjde 


j "■ 


! N-[3-melhox>'-4-(5-o\azol\'l)phenyl]- 
^ N'-[Ll-dimethyl-2-[4-[(2-methyi-3- 
j fur\l)carboxamido]phenyl]elh\'l]o\ala 
mide 




N-[3-Metho\> -4-(5-o\azol^'l)phen^■l]- 
N'-[ 1. 1 -dimethyI-2-[4-[(5-melhyl-4- 
isoxazolyDcarboxamido] phenyl] ethyl] 
oxalamide 




N-[3-Methoxy-4-(5-oxazol\'l)phenyl]- 
N'-[l.l-dimethyl-2-[4-[(3-methyl-4- 
isoxazolyDcarboxamido] phenyl] ethyl] 
oxalamide 




N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N-[l,l-dimethyl-2-14-[(5-methyl-3- 
isoxazolyl)carboxamido]phenyl]ethyI] 
oxalamide 




N-[3-Methox>'-4-(5-oxazolyl)phenyl]- 
N-[l,l-dimethyl-2-[4-[(l-oxido-3-' 
pyridyl)carboxamjdo] phenyl] ethyl] oxal 
amide 


CP-, c ^: ^ 

V J 


N-[3-Methoxy-4-{5-oxazolyl)phenyl]- 
N'-[ 1 , 1 -dimethyl-2-[4-[( 1 -oxido-4- 
pyridyDcarboxamido] phenyl] ethyl] oxal 
amide 




N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N'-[ 1 , 1 -dimethyI-2-[4-[(4,5-dimethyl- 
2- 

fur\'l)carboxaniido] phenyl] ethyl] oxala 
mide 


1 


N-[3-Methoxy-4-{5-oxa2oKi)phenyl]- 
N-[l,l-dimethyl-2-[4-[(2,5-dimethyl- 
2H-pyrazoI-3- 

yOcarboxamido] phenyl] - 1,1- 
dimethylethyl] oxalamide 


1 

J 


N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N'-[ 1 , 1 -dimet'hyl-2-[4-[( 3-methyl-2- 
thienyl)carboxaniido]phenyl]ethyl]oxal 
amide 




N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N -[ 1 . 1 -dimet'hyl-2-[4-[2-(3- 





thienyl)acetamido]phenyl] ethyl] oxalam 
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i N-[3-Methox> -4-(5-o\azol\l)phen\i]- , ^ .17-- 
! N'-[l.l-dimethvl-2-14-|(4-methyl-2- , "l-^.---?'" - 

thiem 1 )carbo\am]do]phen\ l]elh>*i]oxal , . 

amide ' 


N-[3-Meiho\> -4-(5-o\azol\'l)phen\ 1]- 
N -[ 1 . 1 -dimethyI-2-[4-[(4-methyl- 
l,2,3-thiadiazoi-5- 

\i)carbo\amido]phen\'l]elh\i]o\alamid 

e 




, N-[2-[4-(4- 
Acetamidobenzarmdo)phen\ . 1 - 
dimelhyleth>i]-N'-[3-melhox> -4-(5- 
oxazoiyI)phenyi]oxalamide 




N-[2-[4-{3.4- 

Dimethoxybenzamido)phenyI]- 1 . 1 - 
dimelhylethyl]-N'-[3-meihox'\ -4-{5- 
oxazolyl)phenyl] oxalaniide 




N-[2-[4-(4-Chloro-2- 
methoxybenzamido )phenyl] -1,1- 
dimelhyIethyl]-N'-[3-methox'\-4-(5- 
oxazolyl)phenyl]oxal amide 




N-[2-[4-(2,6- 

Dichlorobenzamido)phenyI]- 1 , 1 - 

dimethylethyl]-N'-[3-methoxy-4-(5- 

oxa2olyl)phenyl]oxalamide 


J, 


N-[2-[4-|(BicycIo[4.2.0]octa-l(6),2,4- 
tnene-7(RS )-y l)carboxamido] phenyl] - 
1 , l-dimethylethyl]-N'-[3-methox'> -4- 
(5-oxazol>'l)phenyI]oxalamide 




N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N'-[ L 1 -dimethyl-2-[4-(2-oxo-2- 
phenylacetamjdo)phen\'l]ethyl]oxalami 
de ' 




N-[2-{4-[2-(2- 

Fluorophenyi)acetamido]phen\'l } - 1 . 1 - 

dimethylethyl]-N'-[3-methox'\-4-(5- 

oxazolyl)phenyI]oxalamjde 




' N-[2-{4-[2-(4- : - . . r^/^: ' 
Fluorophenyl)acetamido]phen\'l}-lJ- | . - ' 
dimethylethyl)-N'-[3-methox'>-4-(5- 
oxazolyl )phen>il oxalamide 


N-[3-Methox\ -4-(5-oxazolyl)phenvi]- . 
i N-[2-{4-|(4-methoxA-3- . - 

lhienyl)carboxamido]phen\l}-Ll- \ 
\ dimelh\ielhyl)oxalamide i 



133 



N-[2-[4-(4-AcetyIbenzarmdo)phenyl]- 

l.l-dimeth\-lethyl]-N'-[3-metho\'\-4- ; ^ ^'^^ " 
! (5-oxazol>i)phen\'l]o\alamide i 

i 


N-[2-[4-[(l,3-BerLzodioxo]-5- 
\'l)carboxamido]phen\'l]- 1 , 1 - 
dimethylethyl]-N -[3-methox^•-4-(5- 
oxazolyl)phenyl]o\alarmde 


. 


N-[2-[4-[2-(2- 

Chloro phenyl)acetamido] phenyl] -1,1 - 
dimethylethylJ-N -[3-methoxy'-4-(5- 
oxazolyl)phenyl]oxalamide 




N-[2-[4-[2-(4- 

ChlorophenyI)acelamido]phenyl] -1.1- 
dimethylethyl]-N-[3-methoxy-4-(5- 
oxazolyDphenyljoxal amide 





5 



23. Compounds according to claim 1 of the formula 




10 wherein R\ K\ R\ R^ R^ and R'° are defined as above 
R'^ and R^' is H or lower alkyi, 
n = 0 or 1 and 

15 

R^' is heterocyclyl, aryi or lower c>xloalkyl 



24. Compounds according to claim 23 wherein 
20 R' is methoxy and R\ R", R^ R^ R'^R" and R'' are hydrogen 
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Compounds according to claim 23 or 24 selected from 



J^-vH-nN UI U,\% -[JJlCIlU AN } - I , I ~ 

, dimeih\ l-prop\ ll-N'-(3-methox> - 
1 4-oxazol-5-yl-piien\ l)-o\alamide 1 




N-[3-Melho\\-4-(5- 
o\azol>l)phen\l]-N'-|3-(4- 
methoxyphenoxN )- 1 , 1 - 
dimethylprop\i]oxalamide 




N-[3-Methox>-4-(5- : 
oxazolyl)phen\'l]-N'-[ 1.1- 
dimethy]-3-(4- 

nilrophenoxN )prop> I]oxalamide 




N-[3-(2-H> drox\ phenox) )- 1.1- 
dimethylprop>i|-N'-(3-melhox'\- | 
4-(5-oxa2ol\'l)phenyl]oxalamide ' . - . ■ . 


N-[ 3-(4-.AjrLino-phenox'\ )- 1.1- 

dimelhyl-prop\'l]-N'-(3-methoxA- 

4-oxazol-5-yi-phen>i)-oxalamide 




N-[3-(4-AcetyIamino-phenox'\)- 
1 . 1 -dimethyl-pro pyl] -N'-(3- 1 
methox\'-4-oxazol-5-yl-phenyl)- 
oxalamide 




N-[3-Methoxy-4-(5- 
oxazolyl)phenyI] -N'-[ 1,1- 
dimethyl-3-(3- 

pyridylox\')prop>i]oxalamide i 


- ■ O 


N-[3-(3-Hydrox>-phenox>)- K 1 - 
dimethylpropNil-N'-p-melhoxA - 
4-(5-oxazolyI)phenylloxalamide 


0 


N-[3-Methox>-4-(5- , : c 
oxazoK'I)phen\il-N'-[3-(3- : r, - 
methoxyphenoxN )- K 1 - ' c 
dimeth\'lprop> lloxalanude 


N-[3-Methox>-4-(5- 
oxazolyl)phen\ll-N'-| 1.1- 
dimelhyl-3-(3- 

nUrophenoxy)propyl]oxal amide 




N-[3-(3-Aminophenox\ )- 1.1- 
dimethylprop\ l]-N'-[3-melhox\ - 
4-(5-oxazolyl)phen\iloxalarrude 


c 
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4-[3-[[[3-Methoxy-4-(5- 
oxazolyl)anilino]o\alyl]aiTuno]-3- 




2-[3-[[[3-Methoxy-4-(5- 
oxazol\l)anilino]oxalyI]amino]-3- 
methylbutoxy] benzoic acid 


. c cn 

- c 

C On, , 


3-[3-[[[3-Melhoxy-4-(5- 
oxazolyl)anilino]oxalyl]amino]-3- 
methylbuloxy] benzoic acid 




2-[4-[3-l [[3-Methoxy-4-(5- 
oxazolyl)anilmo]oxalyI]amino]-3- 
methy Ibut oxy ] phenoxy] acetic 
acid 




2-[2-[3-[ [[3-Methoxy-4-(5- 
oxazolyl)amlino]oxalyl]amino]-3- 
methylbutoxy] phenoxy] acetic 
acid 





5 

26. . Compounds according to claim 1 of the formula 




10 

wherein R\ R\ R\ R^ R", R^ and R'" are defined as above. 



15 

R'^ and R'^ is H or lower alkyl, 
n = 0 or 1 
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5 R' IS optionally substituted phenyl optionalK' substituted phenyl alk>'l, optionally 
substituted phenyl carbon\l. optionalK' substituted phenyl suJfonyl. 



27. Compounds according to claim 26 wherein 
10 wherein R" is metho\> . R \ R\ R\ R\ R'\R" and R'^^ are hydrogen 



28, Compounds according to claims 26 or 27 selected from 



N-[l,l-Dimethyl-2-(4-phenyl- 
piperazin- l-N'O-ethylJ-N'-CS-methoxx - 
1 4-o\azol-5-\ l-phen\i)-o\alamide 




N-[3-Methox\'-4-(5-o\azolyl)phenylJ- 
N'-[2-[4-(4-methox\'phenyl)- 1 - 
piperazinyl]-l,l- 
dimethylethyijoxal amide 




N-(3-Methoxy-4-oxazol-5-yl-phenyI)- 
N'-{2-[4-(3-metho\y-phenyl)- 
piperazin- 1 -yl] - 1 J -dimethyl-ethyl } - 
oxalamide 




N-[3-Methoxy-4-(5-oxazolyl)phenyl]- 
N'-[ 1 , l-dimethyl-3-(4-phenyl- 1 - 
piperazinyl)propyl] oxalamide 




N-[3-Methoxy-4-(5-oxazolyl)phenvlj- j 

N'-[2-[4-(2-methoxv-phenvl)-l- ' i i ? w T 
piperazin\'l]-l,l- | olj I 
dimethyleth\iJoxalamide 


N-[2-(4-Benz\i-l-piperazinvl)-lJ- j , o ^V''^^ 
dimethylethyl}-N'-[3-methoxy-4.(5- o^y^l^^ 
oxazolyl)phenyl]oxalarmde ^^J^ 


N-[2-[4-(Benzenesulfonyl)-l- 
piperazim']]- 1 . 1 -dimeth>iethyl]-N'-[3- 
melhoxA -4-(5- 
oxazo lyllphenyl] oxalamide 


o c 


N-[2-(4-Benzovl-l-piperazinyl)-i.l- | ^ ^ 
dimethylethyll-N'-[3-methoxA'-4-(5- i ^y^^'v^'^''^ 
oxazolyOphenyljoxalamide i <°j^ 



15 
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29. Compounds according to claim 1 of the formula 




XVI 



wherein R\ R\ R", R^R\R^R'^' and R'^ are defined as above 
R", R". R'', R" and R'* are H or lower alky! 

15 

R-' is alk%'l. ar\'l or heterocyclyl, alkoxy, arylox} , heterocyclyl ox\ 
30. Compounds according to claim 29 wherein 

20 

R- IS methoxy, R\ R\ R', R'. R'^.R'IR". R-\ R-\ R-' and R"'' are hydrogen 
31 Compounds according to claims 29 or 30 selected from 

25 



Phenyl [3-[[[4-(5- 

oxazoIyl)anilino]oxalyI] amino ]benz\'l]c 
arbamate 




N-[3-[(3- 

FIuorobenzaniido)methyl]phenyl]-N'- 

[3-methox\-4-(5- 

oxazoKi)phen\'I]oxalamide 
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N-[3-[(3- 






Chlorobenzamjdo)melhyl] phenyl] -N'- 






1 [3-methox>-4-(5- 






j o\azoKi)phen>'l]o\alamjde 






1 N-[3-[(3- 


1 




1 Metho\\*benzamido)methylJphenyl]-N'- 






[3-methox>-4-(5- 






oxazolyl)phenyl]o\al amide 












Dimethoxybenzamido)methyl]phenyl]- 




! 


N'-[3-methox\-4-(5- 






oxazoivl)phenvl] oxalarmde 




j 


N-[3-[(3- 






C\'anobenzamjdo)methyl]phenyl]-N'- 






[3-melhoxA-4-(5- 






oxazolyOphenyl] oxalarmde 




1 



5 

32. . Compounds according to claim 1 of the formula 




XVII 



wherein R\ R\ R\ R\ R' and R^^ are defined as above 
and R'" is H or lower alk>'l and 
15 R" is heterocvcKi, aiAi or lower cvcloalkvl. 



33. Compounds according to claim 32 wherein 

R' is methoxy, R\ R\ R', R\ R'",R^^ and R^^ are hydrogen and wherein is 
20 optionally substituted phenyl or 
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wherein R'' is as above. 



34. Compounds according to claims 32 or 33 selected from 



N-[3-Methoxy-4-(4- 

oxazol\i)phenyl]-N'-[ L 1-dimethyl- 

2-(4-phenyl-l- 

piperaziny l)ethyl] oxal amide 


■■ 


N-[2-(4-Benz>'loxypheml)- 1.1- 
dimethylethyl]-N'-[3-methoxy-4-(4- 
oxazolyl )phenyl] oxalamide 




N-[2-( 4-Hydroxyphenyl)- 1,1- 
dimethylethyl]-N'-[3-methoxy-4-(4- 
oxazolyUphenyl] oxalamide 


Oh 

CM, O Cn. 

C ,N, 

c 


N-[3-Methoxy-4-(4- 
oxazolyl)phenyl]-N-[2-[4-(4- 
methoxy phenyl )- 1 -piperazm>'I] -1,1- 
dimethylethyl] oxalamide 


CH, C ' - 

c 


N-[3-Methoxy-4-(2-methyl-4- 
oxazolyl)-phenyl]-N'-[2-[4-(4- 
methoxy phenyl )- 1 -piperazinyl] -1.1- 
dimethylethyl] oxalamide 


c 

c s ' ; 

o n ,.. ^ 1^ ; 

i . O 1 

0 ^' 1 



35. Compounds according to claim 1 of the formula 



Benz\'l 4-{2-[[[3-methoxy-4-(5- 
oxazoKi)phenylamino]oxa]yl]amj 
no] -2-methylpropyl } - 1 - 
piperidinecar boxy late 
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N-[3-Melhoxv-4-(5- 




; o\azoKi)phen\ l]-N'-[ 1, 1 - 


■■ c c " ' 


' dimelh\'l-2- 




(phen\'lthio)eih\i]o\aJanude 




N-[2-( ] -Acet>'l-4-pipendinvl)- 




; l.l-dimeth>ieihyi]-N'-[3- 




methoxA -4-(5- 




o\azoK'I)phenyl]o\aIamide 





N-(2-Cyclohe\y]-l,l- 
dimeth>'leth\l)-N'-[3-methox> -4- 
{5-oxazol\l)phenyl]o\alamide 



j N-[3-Methox\-4-(5- 
oxazoKl)phen\l]-N'-[ 1.1- 
dimeth\i-2-fN- 

melh\ianilino)eth\i]oxalamide 



N-[2-( 1 .2.3.4-Tetrahydro- 1 - 
quino]\l)- 1 . 1 -dimeth\ieth\i)-N'- 
[3-methox'\ -4-(5- 
oxazolyOphemljoxalamide 






N-[2-(4-H\'drox>'phen\ithjo)- 
1 . 1 -dimethylelhyi]-N'-[3- 
methoxy-4-(5- 


o c 

c 

i o 


1 

^-^ --^ i 



[ oxazoK Ophem lloxaiamide 



36 A process for the manufacture of the compounds of formula (I) claimed m :ui\ 
one of claims 1 to 13 and their pharmaceuticalK acceptable salts, w hich process 
10 comprises the general reaction scheme 
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wherein to are defined as in Claim 1. and. optionalK . converting the compound 
of formula (I) into a pharmaceuticaJK' acceptable salt 



10 37. Compounds of the general formula 




(IV) 

wherein R^ R\ R\ R\ R^^ and R' are defined as m Claim 1 

38 A process for the manufacture of the compounds claimed in Claim 4. and their 
pharmaceuticalK' acceptable salts, which process comprises the general reaction 
15 scheme: 
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o 



MeO' 



CI 



rOHR 



O 



Coupling 




OMe 



,ic^ /R 

° T 

R^ 

(IX) R^^ 



o 



I, Coupling 

II, Optional 
Modification 

NR^R^ HNR'R' 



R 





fVII!) 



wherein R\ R\ R", R" . R\ R and R^ are defined as in Claim 1, and R'' and R'^ are 
defined as in Claim 4. and, optionalK\ converting the compound of formula (IX) mto a 
pharmaceulicalK acceptable salt 



10 39. Compounds of the general formula 




(VIII) 

wherein R\ R\ R\ R' and R are defined as m Claim 1, and R' and R" are defined as 
20 in Claim 4 
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40 A process for the manufacture of the compounds of formula (1) claimed in an\ 
one of claims 1 to 13 and their phanmceuticali\ acceptable salts, w hich process 
comprises the general reaction scheme 




wherein R' to are defined as in Claim K ai^d, optionalK , converting the compound 
of formula (I) into a pharmaceuticalK acceptable sail 

41 Compounds according to any one of claims 1 to 13 and their pharmaceuticalK' 
acceptable salts, when manufactured according to the process claimed in claim 36 or 
claim 40 or according to a process equn alent thereto 

42. Compounds according to Claim 4, and their pharmaceuticalK acceptable salts, 
when manufactured according to the process claimed in claim 38 or according to a 
process equivalent thereto, 

43 A pharmaceutical composition comprising a compound according to any one of 
Claims 1 to 35, 41 or 42. or its pharmaceuticalK acceptable salt, and a 
pharmaceuticalK' acceptable carrier, diluent or adju\ ant. and. optionalK . one or more 
additional therapeutically active substance(s), 

44 A pharmaceutical composition according to Claim 43. wherein the one or more 
additional therapeutically actne substance(s) is an immunosuppressant, a 
chemotherapeutic agent, an anti-\ iral agent, an antibiotic, an ant i- parasitic agent, an 
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anti-fungaJ ageni. an anii-mnamn-iaion agent and or an anti-\ ascular h\ perproliferaiion 
agent 

45 A pharmaceutical composiiion according to Claim 44. w herein the one or more 
additional therapeuticalh acti\ e substance(s) is interferon or a deri\ ati\e thereof 

46. A compound according to an\ one of Claims I lo 35, 41or 42. or its 
pharmaceutical!}' acceptable salt, or a composition according to an\ one of Claims 43 
to 45, for use in therap\ 

47 A compound according to Claim 46 for use in monotherap\ 

48 A compound according to Claim 46 for use in combination therap\ 

49 A process for the production of a medicament, w hich process comprises 
bringing a compoiind according to an\- one of Claims I lo 35, 41 or 42, or a 
pharmaceuticalh' acceptable salt thereof into a galenical administration form together 
with a pharmaceuticalh acceptable earner, diluent or adju\ ant and. optionalK , one or 
more additional therapeutically active substance(s) 

50 A process according to Claim 49, w herein the one or more addiiionaJ 
therapeuticaJK acti\e substance(s) is an immunosuppressant, a chemotherapeutic 
agent, an anti-\'iral agent, an antibiotic, an anti-parasitic agent, an anti-fungaJ ai:eni. aji 
anti-inflammaton agent and or an anti-\ asculcir h\ perproliferation agent 

5 1 A process according to Claim 50, wherein the one or more addiiionaJ 
therapeuticalh acti\e substance(s) is interferon or a deri\ ati\ e thereof 

52 A method of treating an immune mediated condition or disease, a viral disease, 
a bacterial disease, a parasitic disease, inflammation, an lnflammator^ disease, a 
h>-perprohferati\ e \ ascular disease, a tumour, or cancer in a subject, comprising the 
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5 step of administering to the subject a therapeuiicalK efiectix e amount of a compound 
according to an\ one of Claims 1 to 35. 41 or 42. or its pharmaceuticaJK acceptable 
salt, or a pharmaceutical composition according to an\ one of Claims 43 to 45 

53. A method of treating an immune mediated condition or disease, a viral disease, 
10 a bacterial disease, a parasitic disease, inflammation, an inflammaton disease, a 

hyperproliferative \'ascular disease, a tumour, or cancer in a subject, comprising the 
steps of (a) administering to the subject a therapeuticalK' eflective amount of a 
compound according to any one of Claims 1 to 35. 41 or 42, or its pharmaceuticalK 
acceptable salt, and (b) concurrentK' or sequentialK administering to the subject one or 
1 5 more additional therapeulicalU acti\ e substance(s). 

54. A method according to Claim 53, wherein the one or more additional 
therapeuticalK' active substance(s) is selected from the group consisting of an 
immunosuppressant, a chemotherapeulic agent, an anti-\ iral agent, an antibiotic, an 

20 anti-parasitic agent, an anti-fungal agent, an anti-inflammator\' agent and an anti- 
vascular hyperproliferation agent 

55. A method according to Claim 54. wherein the one or more additional 
therapeutically active substance(s) is interferon or a derivative thereof 

25 

56. The use of a compound according to any one of Claims 1 to 35. 41 or 42, or its 
pharmaceuticaliy acceptable salt, alone, or concurrentK or sequentialK', with one or 
more additional therapeuticalK' active substance(s). in a method of treatment. 
especialK' in the treatment of an immune mediated condition or disease, a viral disease. 

30 a bacterial disease, a parasitic disease, inflammation, an inflammator\' disease, a 
h\'perproliferative \ ascular disease, a tumour, or cancer 

57 The use of a compound according to an\ one of Claims 1 to 35. 4 1 or 42. for 
the manufacture of a medicament for use in a method of treatment. especialK' for use in 
35 treatine an immune mediated condition or disease, a Mral disease, a bacterial disease, a 
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parasitic disease, inflammaiion. an inflammaton disease, a h\ perproliferalive \ ascujar 
disease, a tumour, or cancer 

58 The use according to Claim 57. wherein the medicament is for concurrent or 
sequential administration with one or more additional therapeulicalK acti\ e 
substance(s) 

59 The use of a compound according to an\ one of Claims 1 to 35. 41 or 42. in 
combination with one or more additional therapeuticall\ actn e substance(s) for the 
manufacture of a medicament for use m a method of treatment. especialK for use in 
treating an immune mediated condition or disease, a \ iral disease, a bacterial disease, a 
parasitic disease, inflammation, an inflammatorA disease, a h\ perproliferative \ ascular 
disease, a tumour, or cancer 

60. The use according to an\ one of Claims 56 to 59. for treating an immune 
mediated condition or disease, especialK' for treating an autoimmune disease, a graft 
versus host disease, or transplant rejection 

61 The use according to any one of Claims 56 to 59, for treating a \'iral disease. 
especialK for treating a viral disease wherein the Mrus is orthomN-xox irus. 
param\-\OMrus. herpesvirus, retrovirus. flaMrus. pesti\ irus. hepatrophic \ irus. 

bun\ a\ irus, Hantaan \ irus, Caraparu \'irus- human papilloma \ irus. encephalitis \ iru> 
arena \ irus. reo\ irus. \ esicular stomatitis \ irus. rhino\ irus. entero\ irus. Lassa fe\er 
virus. toga\ irus. pow irus, adenoMrus. rubiola Mrus. rubella \ iru5. or hepatitis Mru> 

62 The use according to Claim 61. wherein tlie \ irus is hepatitis C 

63 The use according to Claim 61. wherein the \ irus is HI\' 

64 ThQ use according to an\ one of Claims 56 to 59. for treating a 
h\'perproliferati\ e \ ascular disease. especialK for treating a h\ perproliferati\ e vascular 
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disease wherein the h\ perproliferau\ e \ oscular disease is restenosis, stenosis or 
artherosclerosis 

65 The use ofariN one ofCIaims 56 to 59. for the treatment of inflammation or an 
inflammatory disease. especialK for the treatment of an inflammatoiA disease wherein 
the inflammatoPv disease is osteoarthritis, acute pancreatitis, chronic pancreatitis, 
asthma, or adult respiratory distress s\ndrome 

h(y The use according to an\ one ofClaims 56 to 59. for the treatment of a tumour 
or cancer. especiall> for the treatment of cancer wherein the cancer is lymphoma or 
leukaemia 

()7. The use according to any one of Claims 56 or 58 to 66. wherein the one or 
more additional iherapeuticalK actn e substance(s) is an immunosuppressant, a 
chemotherapeutic agent, an anti-\ iral agent, an antibiotic, an anti-parasitic agent, an 
anti-fungal agent, an anti-inflammator\' agent and/or an anti-\'ascu]ar hyperproliferation 
agent. 

68. The use according to Claim 67. wherein the one or more additional 
therapeuticalK' actne substance(s) is interferon or a deri\ ati\ e thereof 



69, The invention hereinbefore described 



ABSTRACT 



148 



Disclosed are compounds of the general formula 

R' 




NR'R 



(1) 



R- 
R' 
R- 
R' 



wherein 

R represents heleroc\ cK L 

represenls hvdrogen. unsubstnmed louer alkxl. lower alkoxx , halo, hvdroxv or 

c>'ano. 

represents hvdrogen. unsubsutuied lower alkNl lower alkox> . halo, or c>ano. 
represents hvdrogen. lower alk^ I. lower cs cloalk^•l. an l. or heterocN clyl: 
represents hydrogen, unsubsutuied lower alkxl. lower alkoxN . halo, or cvano. 
represents hvdrogen. unsubsiiluted lower alkM. lower alkox> . halo, or cyano. 
represents hydrogen, or unsubstituted lower alk-> 1. 
represents hydrogen, or unsubstituted lower alk> 1. 
or R^ and R' together with the nitrogen atom to which the> are attached represent 
heterocyclvl. and pharmaceuticalK acceptable salts thereof The disclosed oxam.de 
derivatives are inhibitors of the enzsme inosine monophosphate dehydrogenase 
(IMPDH) The> can be used as medicaments. especialK for treating immune mediated 
conditions or diseases. viral diseases, bacterial diseases, parasitic disca.e. 
mnammai.on, innammaton diseases. h> perproliferatn e vascular diseases, tumours, 
and cancer The^ can be used alone, or in combination with other therapeui.calK 
actue agents, for example, aji immunosuppressant, a chemotherapeut.c agent, an anti- 
viral agent, an antibiotic, ai. anti-parasitic agent. a.n anti-inilammaton agent, an ;mti- 
fungal agent and or an anti-vascular h> perproliferaiion agent 



SERIAL Ma 
FILED: 



HOFFMANN-LA ROCHE INC. 
340 KINGSLAND STREET 
NUTLEY. NEW JERSEY 07110 



